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[Problems to be Solved by the Invention] 

useful melanin cohesion hormone antagonist is offered as 
prevention and treatment agent etc of obesity . 

[Means to Solve the Problems] 

Formula 

[Chemical Formula 1] 



(I) 



Containing compound or its salt which is displayed with [In 
Formula, as for Ar<sup>l</sup> optionally substituted ring 
condition basis; as for X spacer of number of atoms 1 through 
6 of main chain ; as for Y spacer of the number of atoms 1 
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Claims 



Ar'-X-Ar-Y-N 



(1) 



through 6 of bond or main chain ; 4 or 8 -member non- 
aromatic ring to bepossible to condense Ar, furthermore 
optionally substituted monocyclic aromatic ring ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with Ar forms spiro ring, or 
R<sup>2</sup> with nitrogen atom and Y which areadjacent 
may form optionally substituted nitrogen-containing 
heterocycle ], melanin cohesion hormone antagonist . which 
becomes 



[Claim(s)] 
[Claim 1] 
Formula 

[Chemical Formula 1] 



lti.m(Dm^m 1 ^ft^L 6 CDX^-it- 
$;Y lt^^^^tzlt±m(Dm=Fm 1 Ul^^ 6 
(DX^— tl— ^;Ar I* 4 t6il^L 8 nn^^mt 

tc»:l^*SxC5f ;R' fccfci; R' itm-^fc 

mmmmmmf&Lxi^x^^<. R'ltAxttt 
mm^mm^w^fSiLxi^xti:i^]xm^hhit 

Y t<±m(Dm=F^ 1 ^fl^L 6 (DX^— 9— T'fc 

R'tsi:i^R^ii^^-^tz{tm<iiox^mm=F 
mt*\ R' t R' ttmmt^^mm=Ftt\zm 



Containing compound or its salt which is displayed with [In 
Formula, as for Ar<sup>l</sup> optionally substituted ring 
condition basis; as for X spacer of number of atoms 1 through 
6 of main chain ; as for Y spacer of the number of atoms 1 
through 6 of bond or main chain ; 4 or 8 -member non- 
aromatic ring to bepossible to condense Ar, furthermore 
optionally substituted monocyclic aromatic ring ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with Ar forms spiro ring, or 
R<sup>2</sup> with nitrogen atom and Y which areadjacent 
may form optionally substituted nitrogen-containing 
heterocycle ], melanin cohesion hormone antagonist . which 
becomes 

[Claim 2] 

Y with spacer of number of atoms 1 through 6 of main chain , 
shows hydrocarbon group R<sup>l</sup> and 
R<sup>2</sup> have been allowed to have possessed 
identical or different hydrogen atom or substituent ,or agent . 
which is stated in Claim 1 which both nitrogen atom where 
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L. Ar tttlcxen^^ JB^LTL^rt cfe 
3] 

Ar' lr**tl^SttSA<. mmSa 6 4%^L 14 0) 

Ar*-e*$tl*Stt»A<. i^m^ 6 ^fl^L 14 © 

Ar^ A^/\Py>iI^; 

tKP+i/-C,^7;u4^^U; 
MP>rMb$*vrL^rtJ:l^ C3^i/<7P7;U+ 

/\PyMb^F*lrl^r^i<^:t^ c,.6 7;u+;u^*; 
tKP^v; 



R<sup>l</sup> and R<sup>2</sup> are adjacent fonns 
optionally substituted nitrogen-containing heterocycle , 
R<sup>2</sup> with Ar is possible to form spiro ring 

[Claim 3] 

Ar<sup>l</sup> being optionally substituted aromatic 
group , agent . which is stated in Claim 2 where optionally 
substituted hydrocarbon group which is shown with 
R<sup>l</sup> and R<sup>2</sup> is the optionally 
substituted C<sub>l- 6</sub>alkyl 

[Claim 4] 

cyclic group which is shown with Ar<sup>l</sup>, carbon 
number 6 or agent . whichis stated in Claim 1 which is a 
monocyclic or a condensed polycyclic aromatic hydrocarbon 
basis of 14 

[Claim 5] 

cyclic group which is shown with Ar<sup>l</sup>, carbon 
number 6 or monocyclic or the condensed polycyclic aromatic 
hydrocarbon of 14 2 or 3 agent . which is stated in Claim 1 
which is abasis which excludes hydrogen atom 1 of option 
from aromatic ring assembly which isconnected directly with 
single bond 

[Claim 6] 

cyclic group which is shown with Ar<sup> l</sup>, carbon 
number 6 or monocyclic or the condensed polycyclic aromatic 
hydrocarbon of 14 and agent . which is stated in Claim 1 
which is abasis which excludes hydrogen atom 1 of option 
from aromatic ring assembly which 5 orlO -member aromatic 
heterocycle connect directly with single bond 

[Claim 7] 

Ar<sup>l</sup>, halogen atom ; 
nitro ; 

C<sub>l- 3</sub>alkylene dioxy ; 

halogenation C<sub>l- 6</sub>alkyl ; which is possible to be 
done 

hydroxy -C<sub>l- 6</sub>alkyl ; 

halogenation C<sub>3- 6<;/sub>cycloalkyl ; which is possible 
to be done 

halogenation C<sub>l- 6</sub>aIkoxy ; which is possible to 
be done 

halogenation C<sub>l- 6</sub>alkyl thio ; which is possible 
to be done 

hydroxy ; 

optionally substituted C<sub>7-19</sub>aralkyloxy ; 
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$i^LTl^T=t J:L^ 5 ^tl^L 7 ftlSfDS=K75y; 
M^S^^L•CL^•Ct,J:l^ 5 til^L 7 fl|^3l« 

^'f;U;C,^7;U=i+v-*;UtJ-;U;/\P'5r>^b$ 
*tTl\rtJ:L\ C,.6 7;U+;U-*;U7t<+-9-5K;a 
l^lS^^LTL^rtc):l^ C6.,4 7'J-;U-*;U7t?4^ 
•9-5K;M^*$*Lri\TtJ:L^ C7.19 7^;U+ 

L^Tt«fel^ Cs-M 7'J-;U-*>/U7l?-;U)-N-C,.6 7 

;^Jp;^75y;M^*^*Lt:L^rt Cs-m 7 

'J-JU75/*;U7t?-;i/75-';Si^S$*LTl^ 
-CtcfeL^ Cs-H 7'J--»U7.;Utw;U75/;S^« 

+*>;:l-^V;*;i'7t?+i/-C,.6 7;uJp;1/;Cm 7;U 

=iJF^/-*;u;t?-^u-c,.6 7;u+JU;S^*$^L 

TL^Ttct:t^ C7.19 77;i/=^;U;^SSl^^S- 
C,^ 7;^a4^i^;t5J:t;i/7/;!)^P>SI^4^'SS^ 

n^-e-ti-e+i 1 ^cL^L 3 m^Lxi^xtJai^-Pn 

Si?- /<i/^;:77-;u-7x-;i/. 7'j;i/-:7x 

:»-3'5^;U-:*-JF-9-v7y'j;U. 

7'J— -(Us tKP^t/, C7.19 7^;u+yu:^-^*>-* 

)i,7\^—}l,t5^U C7.19 77;U+;i'A^f>Slf tv* 

tKpe'ji;;u*fciixS7tKpe'je;;uTfei) 
1 timmL 

[is*ia9i 

X fccfet; Y X'7F^hi>±m(DmT^ i ^fi^t 6 

-0-. -S-. -co-, -so-. -SO2-S 
-NR^R« li*mJI^•./^P>5^♦>^k$^^TU^T^, 
J:l^C,^7;b+;Us /\py><b**l-Cl^T=t«l:l^ 
C,^ T)\^^)\^-fi)\^ifs-)Vs /NPy*><b^?*trL^ 
'CtJ:L^ C,^7-»U+;i'7>^Ut>-^U)i3J:t/ilS^* 



optionally substituted C<sub>6-14</sub>aryloxy ; 

5 to 7 member saturated ring amino ;optionally substituted 5 
to 7 member nonaromatic heterocyclic 
group ;fonnyl jcarboxy ;optionally substituted 
C<sub>6-14</sub>aryl -carbonyl ;optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl ;optionally substituted 
aromatic heterocycle carbamoyl ;C<sub>l- 6</sub>alkoxy 
-carbonyl ;halogenation which are possible to have possessed 
amino ;mono C<sub>l- 6</sub>alkyl amino ;di- C<sub>l- 
6</sub>alkyl amino ;substituent , benzene ring to have 
condensed they are possible C<sub>l- 6</sub>alkyl 
-carboxamide ;optionally substituted C<sub>6-14</sub>aryl 
-carboxamide ;optionally substituted 
C<sub>7-19</sub>aralkyl -carboxamide ;optionally 
substituted aromatic heterocycle -carboxamide ;N- which is 
possible to be done (optionally substituted 
C<sub>6-14</sub>aryl -carbonyl ) agent . which is stated in 
Claim 1 which is a phenyl , biphenylyl , phenyl -pyridyl , 
phenyl -furil , phenyl -isooxazolyl , biphenyl -oxazolyl , 
pyridyl -phenyl , phenyl -pyrimidinyl , benzofiiranyl -phenyl , 
furil -phenyl , terphenyl , thienyl -phenyl , indolyl , naphthyl 
-oxadiazolyl , benzofiiranyl -oxadiazolyl , benzo thienyl , 
benzofiiranyl , fluorenyl , pyridyl -pyrrolyl or a thioxane 
thenyl which 1 through 3 is possible to havepossessed 
substituent which is chosen firom -N- C<sub>l- 6</sub>alkyl 
amino ;optionally substituted C<sub>6-14</sub>aryl amino 
carbonyl amino ;optionally substituted 
C<sub>6-14</sub>aryl sulfonyl amino ;optionally substituted 
C<sub>6-14</sub>aryl -carbonyl oxy ;oxo ;carboxy 
-C<sub>l- 6</sub>alkyl ;C<sub>l- 6</sub>alkoxy -carbonyl 
-C<sub>l- 6</sub>alkyl ;optionally substituted 
C<sub>7-19</sub>aralkyl ;aromatic heterocycle - C<sub>l- 
6</sub>alkoxy ; and cyano respectively 

[Claim 8] 

Ar<sup>l</sup>, agent . which is stated in Claim 1 which is a 
bipyridinyl , piperazinyl , pyrrolidinyl , dihydro pyridyl ora 
tetrahydro pyridyl which 1 or 2 is possible to have possessed 
substituent which ischosen fi-om oxo , optionally substituted 
C<sub>6-14</sub>aryl , hydroxy , 
C<sub>7-19</sub>arallQrloxy -carbonyl and 
C<sub>7-19</sub>arallqrl respectively 

[Claim 9] 

spacer of number of atoms 1 through 6 of main chain which is 
shown with X and Y ,-0-, -S-, -CO-, -SO-, 
-S0<sub>2</sub>-, -NR<sup>8</sup>- (As for 
R<sup>8</sup> hydrogen atom , halogenation C<sub>l- 
6</sub>alkyl , halogenation which is possible to be done the 
C<sub>l- 6</sub>alkyl -carbonyl , halogenation which is 
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[W*« 12] 
Ar 

[^b2] 




2002-1-9 

possible to be done C<sub>l- 6</sub>alkyl sulfonyl which is 
possible to bedone) and 1 through 3 which is chosen from 
C<sub>l- 6</sub>acyclic hydrocarbon group of optionally 
substitutable bivalent the agent . which is stated in Claim 1 
which is a bivalent group which consists of 

[Claim 10] 

X -C0NR<sup>8c</sup>-, -NR<sup>8c</sup>C0-, 
-CH=CH-C0NR<sup>8c</sup>- or 

-SO<sub>2</sub>NR<sup>8c</sup>- agent . which is stated 
in Claim 1 which is a (R<sup>8c</sup> shows hydrogen 
atom or C<sub>l- 6</sub>alkyl . ) 

[Claim 11] 

Y halogenation agent . which is stated in Claim 1 which is a 
C<sub>l- 6</sub>acyclic hydrocarbon group of bivalent 
which is possible to be done 

[Claim 12] 

Ar formula 

[Chemical Formula 2] 




[5t4^. (imsiS^^fcli-kjppn 

li 1 ^i:l^L4(7)S3a^*"r]T*5^^tt^^T*fe^ 

m^m 1 tmoMo 
13] 



itmm 14] 



itmm 15] 

Mo 

iimm 16] 
m^m 17] 



agent . which is stated in Claim 1 which is a ring which is 

shownwith [In Formula, as for single bond or double 

bond , as for n integer of 1 to 4 it shows ] 

[Claim 13] 

It is a C<sub>l- 6</sub>alkyl R<sup>l</sup> and 
R<sup>2</sup> have been allowed to havepossessed 
hydrogen atom or substituent , or both nitrogen atom where 
R<sup>l</sup> and R<sup>2</sup> are adjacent agent . 
which is stated in Claim 1 which 3 or 8-member 
nitrogen-containing heterocycle is formed 

[Claim 14] 

agent . which is stated in Claim 1 which is a prevention and 
treatment agent of disorder which originates in melanin 
cohesion hormone 

[Claim 15] 

agent . which is stated in Claim 1 which is a prevention and 
treatment agent of obesity 

[Claim 16] 

agent . which is stated in Claim 1 which is a feeding deterrent 
[Claim 17] 
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imintm 18] 

Ar'-X'— *r'— T-ll( 



(I') 



pharmaceutical . which becomes combining at least 1 kind 
which is chosen from the melanin cohesion hormone 
antagonist and diabetes therapeutic agent , hypertension 
therapeutic agent and arteriosclerosis therapeutic agent 

[Claim 18] 

Formula 

[Chemical Formula 3] 



^;Ar'l±^4^^-**^S^fe*$^Lrl^Ttc):l^^e] 




[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for Ar' therespective optionally 
substituted system] 

[Chemical Formula 4] 
(X?)n 



[^a?^ [t^m^^tz[t-mm 

(i -conr^'=-,-nr"=co-,-ch=ch-conr''=- S 

m.m^mm^ftmLx\.^xt^\.^o tztiL. x' 

*<-S02NH-T*feSt#. Ar'li. -?-;h.^^*lg^* 




Ring which is shown with [In Formula, as for single 

bond or double bond , as for n integer of 1 to 4 it shows ]; as 
for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- or 
-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . However, when X&apos; 
-S0<sub>2</sub>NH- being, as for Ar', respective optionally 
substituted 

[Chemical Formula 5] 




(iCcl3(7)iB^I±B5IBi:l^lSS$<rc"^)'C7F$+l€) When; X&apos; -CONH-, and Ar' is any of benzopyran , 
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J^T*J^^L^]r'a^tl'5^b^^^D(fcfc'L,N-[2-(N,N- 

i?>^;U75y)p'^;i/-6-xh7'J-^U]-4-t*7i- 
'j;b:^JU7t?4r-9-5K$|^<)*t=l±-t(Dlgo 

19] 



Ar -X' 




y-N 



/■■■ 



dihydro benzopyran , dihydro benzoxazine , dihydro 
benzoxazole or the tetrahydro benz oxazepine with ring which 
is shown with (symbol in Formula shows same meaning as 
description above. ), Ar<sup>l</sup> is not the optionally 
substituted biphenylyl ] with compound (However, N- [2 - (N, 
N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 -biphenylyl 
carboxamide are excluded) or its salt . which is displayed 

[Claim 19] 
Formula 

[Chemical Formula 6] 



(I'-i) 



It^m^^fzlt-mm^^in It 1 

L\L4 (DSUl^ ;X' li-CONR^'-.-NR^CO-^fcl* 
-CH=CH-C0KR''- (R"= li7K0IS?^*fcl± C,.6 
7;UdF;U$*-r)$;Y l*±M<D)S^-$!t 1 ^fL^L 6 

K^bTKms^ A\ R' t R' titmmthm. 
A] 



[it 11 




[In Formula, as for Ar<sup>l</sup> optionally substituted 

ring condition basis; as for single bond or double bond ; 

asfor n integer of 1 to 4 ; as for X&apos; 
-C0NR<sup>8c</sup>-, -NR<sup>8c</sup>C0- or 
-CH=CH-C0NR<sup>8c</sup>- (R<sup>8c</sup> shows 
hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y spacer 
of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 7] 



tV'5<k^*^!l(fcfcX,N-[2-(N,N-i;->'^;UT5/)y 

[tmm 20] 
at 8] 



As for ring which is displayed with (symbol in Formula 
shows same meaning as description above. ), furthermore 
compound (However, N- [2 - (N, N- dimethylamino ) methyl 
-6- [tetorariniru ] ] - 4 -biphenylyl carboxamide are excluded) 
or its salt . which is displayed with optionally substituted ] 

[Claim 20] 

Formula 

[Chemical Formula 8] 
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Ar -CONH 




Y-N 



/ 



(l'-2) 



Ar' t<mi^mmLxi^xt^i^^^m&x& 

R' *5J:i; R' r'^$*ii>S^S^WLTl^r 

[if *s 22] 



9] 




Y-N 



/ 



compound . which is stated in Claim 19 which is displayed 
with [In Formula, R<sup>l</sup> and R<sup>2</sup> show 
hydrocarbon group which is possibleto have possessed 
identical or different hydrogen atom or substituent , or 
R<sup>l</sup> and R<sup>2</sup> both nitrogen atom 
which is adjacent are possible to form optionally substituted 
nitrogen-containing heterocycle . Other symbol show same 
meaning as Claim 19 . ] 

[Claim 21] 

Ar<sup>l</sup> being optionally substituted aromatic 
group , compound . which is stated in Claim 20 where 
optionally substituted hydrocarbon group which is shown 
with R<sup>l</sup> and R<sup>2</sup> is the optionally 
substituted C<sub>l- 6</sub>alkyl 

[Claim 22] 

Formula 

[Chemical Formula 9] 



(r-3) 



^ ;n It 1 >d: L^ L 4 (7) g IS ^ ;X ' I* 
-CONR^'-,-NR^'CO- * tz it -CH=CH-CONR^"- 

xi^xt^CR' immthmmm'f-ts<i:is y 



[^b 10] 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for n integer of 1 to 4 ; as for X&apos; 
-C0NR<sup>8c</sup>-, -NR<sup>8c</sup>C0- or 
-CH=CH-C0NR<sup>8c</sup>- (R<sup>8c</sup> shows 
hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y spacer 
of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 10] 
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(n \tmtitmMmi7r^t)vmi*i^mit. $«=> 

(fct£L.N-[2-(N,N-i?p«^;U75/)^^/l'-6-f-h 



1 



Ar -CONH 




V 



As for ring which is displayed with (n shows same meaning 
as description above. ), ftirthennore compound (However, N- 
[2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 
-biphenylyl carboxamide are excluded) or its salt . which is 
displayed with optionally substituted ] 

[Claim 23] 

Formula 

[Chemical Formula 1 1] 



(l'-4) 



m^^tt\ R' t r' tim^-r^nmm=f-ti, 
izmWi&^^Lxi^xt^i^tmmmmm^fi^ 



[ifi*« 24] 

Ar' A<fi^*$:&LrL^rtJ:L^^#«iS-efc 
r' fccfet; R' r•*^F*l^>sgl»*^LTL^-c 

CsT^U+^Ur-fc-Slf^JS 23 IBic<7)<b^4^!lo 

Csf 25] 
it 

[<b 12] 



compound . which is stated in Claim22 which is displayed 
with [In Formula, R<sup>l</sup> and R<sup>2</sup> show 
hydrocarbon group which is possibleto have possessed 
identical or different hydrogen atom or substituent , or 
R<sup>l</sup> and R<sup>2</sup> both nitrogen atom 
which is adjacent are possible to form optionally substituted 
nitrogen-containing heterocycle . Other symbol show same 
meaning as Claim 22 . ] 

[Claim 24] 

Ar<sup>l</sup> being optionally substituted aromatic 
group , compound . which is stated in Claim23 where 
optionally substituted hydrocarbon group which is shown 
with R<sup>l</sup> and R<sup>2</sup> is the optionally 
substituted C<sub>l- 6</sub>alkyl 

[Claim 25] 

Formula 

[Chemical Formula 12] 



(I'-S) 



[iC43 ^ Ar* (SaSlS^ ^LT l^rticfcl^^ttS [In Formula, as for Ar<sup>l</sup> optionally substituted 

^ ;X ' li -CONR^'-rNR^'CO- ^ tz It ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 

.CH=CH-CONR^'- (R^' liTK^HT^fcl* C,.6 -NR<sup>8c</sup>C0- or-CH=CH-CONR<sup>8c</sup>- 

7^l/+;US S^t* )^ ;Y li±il©JS^-a 6 (R<sup>8c</sup> shows hydrogen atom or C<sub>l- 
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6</sub>alkyl . ); as for Y spacer of number of atoms 1 
through 6 of main chain ; R<sup>l</sup> and 
R<sup>2</sup> show hydrocarbon group which is possible to 
havepossessed identical or different hydrogen atom or 
substituent , or R<sup>l</sup> and R<sup>2</sup> both 
nitrogen atom whichis adjacent are possible to form 
optionally substituted nitrogen-containing heterocycle , 
R<sup>2</sup> with nitrogen atom and Y which are adjacent 
may form optionally substituted nitrogen-containing 
heterocycle . In addition, formula] 

[Chemical Formula 13] 



[5»*«26] 
[it 14] 



Ar -COMH 




Y-N 



So as for ring which is displayed, furthermore compound or 
its salt . which isdisplayed with optionally substituted ] 

[Claim 26] 

Formula 

[Chemical Formula 14] 



(l'-6) 



[xC*. R' R' l*PI-Sfcl*m^i:oT7Km 

m^^tzitmmm^Lxi^xt^i^mt^m 
^^iri-rtK R' t R' t\mm-t^mmm^tt 

izm^m^^Lxi^xt^i^^mmmmm^r^ 



[ft ^li 27] 

At' ij<mm^^^Lxi^xt^i^j^mm&xh 

R' fc^l/ R' T'*^;K-S)M^*^^LTL^T 

^^i^mit:/i(.mmmmm^^Lxi^xt^i^ 



[11^^28] 
lit 15] 



compound . which is stated in Claim 25 which is displayed 
with [In Formula, R<sup>l</sup> and R<sup>2</sup> show 
hydrocarbon group which is possibleto have possessed 
identical or different hydrogen atom or substituent , or 
R<sup>l</sup> and R<sup>2</sup> both nitrogen atom 
which is adjacent are possible to form optionally substituted 
nitrogen-containing heterocycle . Other symbol show same 
meaning as Claim 25 . ] 

[Claim 27] 

Ar<sup>l</sup> being optionally substituted aromatic 
group , compound . which is stated in Claim26 where 
optionally substituted hydrocarbon group which is shown 
with R<sup>l</sup> and R<sup>2</sup> is the optionally 
substituted C<sub>l- 6</sub>alkyl 

[Claim 28] 

Formula 

[Chemical Formula 15] 
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Ar -X' 




Y-N 



/ 



(l'-7) 



^ ;X ' li-CONR'"-,-NR*'CO-,-CH=CH-CONR''- 
)l^)lifj<t)^;Y liimroJl^Sa 1 ^CL^L 6 

S] 




[In Fonnula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0Nll<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-CONR<sup>8c</sup>- 
or-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 16] 



/t/£L.X'*<-CONH-T*&§<!:t.Ar' lifl^S 

Umm, 29] 
lit 17] 




So as for ring which is displayed, furthermore optionally 
substituted . 

However, when X&apos; -CONH- being, Ar<sup>l</sup> is 
not optionally substituted biphenylyl ]with compound or its 
salt . which is displayed 

[Claim 29] 

Formula 

[Chemical Formula 17] 



(l'-8) 



$ ;X ' li -conr"^-,-nr*'co-,-ch=ch-conr"=- 
^fcii-sOiNR^'- (R^'ttTkmiS^-Sfciic.^y 



[In Fonnula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- 
or-SO<sub>2</sub>Nll<sup>8c</sup>-(R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
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lit 18] 



R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 18] 



it 

C^b 19] 




So as for ring which is displayed, furthermore compound or 
its salt . which isdisplayed with optionally substituted ] 

[Claim 30] 
Formula 

[Chemical Formula 19] 



[^«.Ar^ l±g«lS$*LTL^T*,cfcl>IittS 

^ ;X ' li .CONR^'-,-NR^'CO-,-CH=CH-CONR^'- 

)[^^)li7Ft)^;Y liitlCDlSi^^Bt 1 ^^t^L 6 

mt7m^^7Ftf^\R' t r' timmt^m. 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- 
or-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 



[-(t; 20] [Chemical Formula 20] 

CO 

XUtStlhMlts $blcS^fi^ ^LTl^r^xfe So as for ring which is displayed, furthermore compound or 
Page 18 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



2002-1-9 



[113^^31] 
Ut2i} 



Ar -X 




its salt . which isdisplayed with optionally substituted ] 

[Claim 31] 

Formula 

[Chemical Formula 21] 



(I'-tO) 



^ ;X ' li -conr^''-,-nr''co-,-ch=ch-conr"^- 

(DT.'^-- y— ^ ;R' R' itm-ttz\tmtj: 
mmJstiBfSiLxi^xt^<. R' immti>m 



[<b 22] 




[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>CX)-,-CH=CH-CONR<sup>8c</sup>- 
or-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 22] 



l\ 

^it-^^^tzli^Omo 
[If 32] 

18, 19, 22. 25. 26, 28, 29, 30*f=(431 

[if 33] 

|fi*]S 18, 19, 22, 25, 26, 28, 29, 30 ^fcl*31 

(Di^-fht^ 1 ici2®a)<b^1«sa):^nK7'>y. 
[if 34] 



So as for ring which is displayed, furthermore optionally 
substituted . 

However, when X&apos; -CONH- being, Ar<sup>l</sup> is 
not optionally substituted biphenylyl ]with compound or its 
salt . which is displayed 

[Claim 32] 

Claim 18 , 19, 22, 25, 26, 28, 29, 30 or containing compound 
which is stated in any 1 of 31, pharmaceutical composition . 
which becomes 

[Claim 33] 

Claim 18 , 19, 22, 25, 26, 28, 29, 30 or prodrug . of compound 
which is stated in any 1 of31 

[Claim 34] 
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N-[2-(N,N- V y ^ ;U 7 5 >' ) ^ -6- ^ K 7 'J - 
;U]-(4'->h4r->lf7i-;U-4-'f;U)*;i/7K+-9-5 
K; 

4'- ZP)l7i-a -N-[6-[(N,N- i;^^;U75>')->'f- 

;u]-7,8-i;tKn-2-:f3?^L/-;u][i,r-f7x^ 

;U]-4-*;U7t<4r-9-5K; 

4'--7;U:*-P-N-[6-(l-tf'<'Ji^--'L'>^-'l')-7,8-i^ 

tKp-2-:h7^u-;u][i,r-if7i-;u]-4-*;i/7K 

4'- -7 ;U P -N-[6-[(N,N- v^^JUTS/);'^ 
^U]-5,6,7,8-x h^t KP-2--:h7$i ly-)l][l,V-\£y 
x^^U]-4-*;U7t<^-9-5K; 

(+)-4'-:7;U:i-p-N-[6-[(N,N-v->'5^;UT5>')>^ 

;^]-5,6,7,8-^^h7tKP-2-:^:7$^-;^][l,l•-e7 

(.)^'.y)l,tO -N-[6-[(N,N- iJpt^^UTS/)^^ 
JU]-5,6,7,8-xh5tKP-2-:J-7^U-;i/][l.r-t*7 
i=:;i/]-4-*;U7K^-y-5K; 

4'-'j7PP-N-[3-[(N,N--:;p'^;UT5>')>^;U]-2H- 
^□/>-7.'f;U][l,l'-t*7x=.;UH-*;U7H#-9-5 
K; 

4'-:7;U:j- P-N-[6-(l- tf □ U i?-;UP<f-^U)-7,8-S/ 
tKP-2-:^:7$Ur.;u][i,r-tf:7iz:jU]-4-*;i/;f? 

N-[3-[(i;^5^;UT5y)^^;U]-2H-'i7P»-7-'f 

;u]-4'-:7;i/:i-p[i.i'-t*7i-;u]-4-*;u7t?4r-9-5 
K; 

4'-<7PP-N-[3-[(i>^^;U75>')^^JU]-3,4-i?t 
K P-2H--i7 P »-7-'f 1 . 1 '-ifyji-)\y]-4-±)U 

6.(4-p«h^i/7x^;U)-N-[5-y^>'U-6-(l-bfP'J'P 

^;up«^;u)-7,8-i?tKp-2--f:7^u-;u]-3^ 

>75K; 

4'-<;PP-N-[7-[(v^5^;U75/)P«^;i/]-5,6-i/t 
KP-3-JFy'J-;U][l,l'-lf7i-JU]-4-*;i/7H+ 

4-(4--j7P P-7x;:.;i/)-N-[6-(l-lf P 'J iJ-iU^^^- 

)-7.8-i? t K P -2-:^:7 $1 ;u]-3,6- t K p 
-l(2H)-e'je;>*^U7t?^-9-5K;N-[6-[(t?y^;i/ 
75-/)-?<^;U]-7,8-vth*P-2-:h:7^U-yi.]-4-(4- 
7 ; U :i- P 7 X ^ ; U )- 1 - tf ^ I J > * ^ I' +f- 5 
K;4-(4-/h^v3'x-;U)-N-[6-(l-tfP'Jv-;U.?< 
^;U)-5-^5^;i/-7,8-vtKP-2-:}-7^b-;U]-l-e 
^ g V ;U7Kdp+h5 K;4'-7 ;U:^- P -N-[6-[2-(l- 

e p 'J i?^;u)x5^;u].7,8-i/ 1 KP-2--f u- 

;i/][l,r-e:7x^;U]-4-*;U;1?JF-9-5K;4'-^PP 
-N-[6-[2-(l-eP'Ji/-;U)X^;U]-7,8-i/tKP-2- 



N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] 
-methoxy biphenyl -4- yl ) carboxamide ; 



(4- 



4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

4' -fluoro -N- [6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

(+) . 4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

(.) . 4> -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

4' -chloro -N- [3 - [ (N, N- dimethylamino ) methyl ] - 2 
H-chromene -7-yl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

4' -fluoro -N- [6 - (I -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

N- [3 - [ (dimethylamino ) methyl ] - 2 H-chromene -7-yl ] - 4' 
-fluoro [1. r -biphenyl ] - 4 -carboxamide ; 

4' -chloro -N- [3 - [ (dimethylamino ) methyl ] - 3 and 4 
-dihydro -2H-chromene -7-yl ] [1. 1' -biphenyl ] - 4 
•carboxamide ; 

6 - (4 -methoxyphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] nicotinamide ; 

4' -chloro -N- [7 - [ (dimethylamino ) methyl ] - 5 and 6 
-dihydro -3- quinolinyl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

4 - (4 -chlorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] - 3, 6 -dihydro -1 (2 H ) 
-pyridine carboxamide ;N- [6 - [ (dimethylamino ) methyl ] 

7 and 8 -dihydro -2- naphthalenyl ] - 4 - (4 -fluorophenyl ) - 
-piperidine carboxamide ;4- (4 -methoxyphenyl ) -N- [6 - (1 
-pyrrolidinyl methyl ) - 5 -methyl -7, 8-dihydro -2- 
naphthalenyl ] - 1 -piperidine carboxamide ;4'-fluoro -N- [6 
[2 - (1 -pyrrolidinyl ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ][1, 1' -biphenyl ] - 4 -carboxamide ;4'-chloro 
-N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide ;4'-chloro 



1 
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-^7^u-;i/](i,r-if7i-;u]-4-*;u;t?4r-9-5 

K;4'--i7PP-N-[2-t(i;p'f^;U75/)^^W,4-i? 
tKn-2H-l,4-'<>X:l-4^-9-v>-6--r;U][l.l'-tf 
■7i^;U]-4-* ;i/7t?+ vT5h*;4-(4-> h+ V-7I- 
;U)-N-[5-^^ ;U-6-( 1 - 1° □ 'J v-;UP<f-;i')-7,8-'v 

tK□-2-:^7^^->^]-l-tf'<'Ji/>*;^7^>=^^v 

75K;4K4-'i?PP7i-;i/)-N-t6-[(4-y^;U-l-e 
^ - ;U) > T ;u ]-7,8- V t K a -2- -f -7 ^ U - 
;^]-l-e'<'Ji?>*;^;^^+vT5K;4'-'>pp 

-N-[2-[(i?;<^;UT5y)>5^;U]-lH-'f>7^>-6-< 
;U][l,l'-e-7x:i.;U]-4-*;U;K^'>T5K;4'--7;U 
;*-P-N-[2-(l-tfP'Jv-;uy5^;U)-3,4-i/tKP 

-2H-i.4-^>X;i-4-9-v>-6-'r;u][i,r-e7i- 
;u]-4-*;u;H+:^75K;4'-:7;i.:l-p-N-[5->^;u 
-6-[(4->^;u-i-t:'<^v-->i')-'*^^U]-7,8-vtK 
p-2--f:7^b-;u][i,r-t'7x-;i/]-4-*;u;t?+ 

v75h*;4'--5PP-N-[5->5^;U-6-[(4->^;U-l-lf 
K^V--'U)>T;U]-7,8-i/tKP-2--^:7^U- 

;u][i,r-t*:7x:=.;u]-4-*;un?4ri^75K;*fci* 

4-(4-'j7PP-7x=.;U)-N-[5-P<^;U-6-[(4->^;U-l- 
t°^^i/-;i/);«f^;U]-7,8-i/tKP-2--^7^U- 

18 iaKa)ib^!^o 

Specification 
[0001] 

[0002] 



-N- [2 - [ (dimethylamino ) methyl ] - 3 and 4 -dihydro -2H-1, 
4- benzoxazine -6-yl ] [1, 1' -biphenyl ] - 4 -carboxy amide ;4- 
(4 -methoxyphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1-piperidine 
carboxy amide ;4- (4 -chlorophenyl ) -N- [6 - [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 
-piperidine carboxy amide ;4'-chloro -N- [2 - 
[ (dimethylamino ) methyl ] - 1 H-indene -6-yl ] (1, 1' 
-biphenyl ] - 4 -carboxy amide ;4'-fluoro -N- [2 - (1 
-pyrrolidinyl methyl ) - 3 and 4 -dihydro -2H-1, 4- 
benzoxazine -6-yl ] [1, 1' -biphenyl ] - 4 -carboxy 
amide ;4'-fluoro -N- [5 -methyl -6- [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, 
r -biphenyl ]- 4 -carboxy amide ;4'-chloro -N- [5 -methyl -6- 
[ (4 -methyl -1- piperazinyl ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1 , 1' -biphenyl ] - 4 -carboxy amide ; or 4 - (4 
-chlorophenyl ) -N- [5 -methyl -6- [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 
-piperidine carboxy amide ; it statedin Claim 18 which is 
compound . 



[Description of the Invention] 
[0001] 

[Technological Field of Invention] 

this invention regards useful melanin cohesion hormone 
antagonist as prevention and treatment agent etc of the 

obesity . 

[0002] 
[Prior Art] 

It is a behavior which feeding behavior cannot include human 
lack for themany organism . 

Because of that, when abnormality is caused to feeding 
behavior , deviationoccurs in normal life activity , when it is 
connected to disorder is many. 

Recently, attendant upon change of meal environment , 
obesity isbecoming societal problem . 

obesity has widely been informed also that arthritis and ache 
are brought furthermore not only it is a serious risk factor of 
diabetes , hypertension , arteriosclerosis or other lifestyle 
disease ,by fact that weight gain gives excessive burden to 
knee or other joints . 

In addition, potential population which desires reduced 
amount with diet boom etc, itis many. 
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[0003] 

t^l*:ftS^^IPflJ^CD^1f§A<iitf)b^l■CL^•^)o 
J5f/)N-e=t.>7->a*'tx;i/^>(UlT, MCH 

<tA<^^^*l.n^'i)[^<.'f^^— (Nature), 396 
^,6701,1998 

fc:tS)^Wl^fc'i>^'M±j^i;BEi^l^|:^'^^*<!:^8^t^F 

;h.-Cl^'l)3!)^ mi MCH itfitf^fflS^-T^^b^ 
[0004] 

1)W098/38156 j3 TSa-fKMSS^-^^ 

[^t 23] 

J 



On one hand, also hyperphagia or other feeding disorder 
where genetic or stress or other neurologic disease etc 
occurswith cause is reported large number . 

[0003] 

Because of that, prevention and treatment agent of obesity or 
developmental research of feeding deterrent isadvanced for a 
long time actively, mazindol (mazindol ) is marketed as 
central anorexic . 

On one hand, appetite regulation factor which is represented 
in leptin is being manydiscovered recently, development of 
new antiobesity drug or anorexic whichcontrols function of 
these appetite regulation factor is advanced. 

As for melanin cohesion hormone (Below, MCH there are 
also times when you briefly describe. ), with hormone of 
hypothalamus derivation, it is known even among them that it 
possesses appetite accentuation effect . 

Furthermore, daily conduct is normality of in spite, in 
comparisonwith normal mouse , feeding amount significantly 
to decrease MCH knock-out mouse ,it is reported at same 
time that also body weight is light, [Nature (Nature ), 396 
volumes, 670 page, 1998 ]. 

If from these things, MCH antagonist is possible, it is 
expected that itbecomes anorexic or antiobesity drug which is 
superior, but compound , especially nonpeptide type 
compound which still possesses MCH antagonist action is not 
known. 

[0004] 

On one hand, compound below is known as amine derivative . 

1) In WO 98/38156, formula which possesses;be amyloid 
protein production &secretion inhibition 

[Chemical Formula 23] 



compound or its salt which is displayed with [In Formula, Ar 
shows optionally substituted ring gathering aromatic group or 
optionally substituted condensed aromatic group ,X shows 
bond etc, lower alkyl Y may be through the oxygen atom or 
sulfur atom , at same time C<sub>l- 6</sub>aliphatic 
hydrocarbon group of optionally substituted bivalent shows, 
as for R<sup>l</sup> and R<sup>2</sup> respectively to 
have possessed hydrogen atom or substituent is 
possibleshowing, Or R<sup>l</sup> and R<sup>2</sup> 
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L.B -Y-NR'R'(Sit',#BH-i-li|iriB 
f£L, A Sit B ^t-CJgfiE$tlSli^iiAV>K 



2)W095/32967 5HT1D 7>^:f-7.hS 

it 

[^b 24] 




^ coNR;Q ^m^tzimm^h>mn^ 

ya^$^Tt^T=tJ:L^ 5 ^Cl>L 7 
S;R' liTK^. / Nny*>^ti:;R' fc J;U: R' imiL 
LTTKm, /NP-tr-^^fifiR' i3<fci;R' liMSlLr 
7K**fcl* CsT^U+ZkR^tt/xP'tr^. tKn 
+vnci: ;R' R' l*34li:LT7K^. Q^T^l/ 
^;U^f if ;m I* 0 ^^L^L 4;n 1* 0. 1 2 



3)W098/15274 i3i^1bJS1±^^L, T^U 



[<b 25] 



with nitrogen atom which is adjacent form the optionally 
substituted nitrogen-containing heterocycle , A ring formula 
-X-Ar shows benzene ring which furthermore ispossible to 
have possessed substituent outside group which isdisplayed 
with (In Formula, each symbol shows same meaning as 
description above. ) formula 

-Y-NR<sup>l</sup>R<sup>2</sup> 4 or 8 -member ring 
where furthermoreit is possible to have possessed substituent 
outside group which isdisplayed with (In Formula, each 
symbol shows same meaning as description above. ) shows B 
ring . However, when fused ring which with A ring and B ring 
is formedis indole ring , -X-Ar said indole ring 4 -, 6 - or 7 - it 
substitutes the group which is displayed with (In Formula, 
each symbol shows same meaning as description above. ) in 
rank. ] is stated. 

2) It possesses 5 HTlDantagonist activity in WO 95/32967, 
loss of appetite or other improvement is expected,formula 

[Chemical Formula 24] 



nrV 



compound or its salt which is shown with [In Formula, as for 
A, as for CONR;Q where R is hydrogen or C<sub>l- 
6</sub>alkyl 1 through 3 which is selected from oxygen , 
nitrogen or sulfur withdesire to which includes heteroatom as 
for heterocycle ;R<sup>l</sup> of optionally substitutable 5 
to 7 member;; R<sup>4</sup> and as for R<sup>5</sup> 
such as R<sup>2</sup> and as for R<sup>3</sup> such as 
hydrogen , halogen becoming independent, hydrogen , 
halogen becoming independent, as for hydrogen or C<sub>l- 
6</sub>alkyl ;R<sup>6</sup> halogen , hydroxy etc; 
R<sup>7</sup> and as for R<sup>8</sup> becoming 
independent, hydrogen , C<sub>l- 6</sub>alkyl ; as for m 
such as 0 or 4; as for n 0, 1 or 2, it is ] is stated. 

3) It possesses antioxidation activity in WO 98/15274, 
Alzeheimer&apos;s disease or other improvement isexpected, 
formula 

[Chemical Formula 25] 
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[iCtf.Ar li^x^jU^Cif^iX li-o-*fcli-s- 
$;Y It CR'R''-(R''I* H ^ . R' l*-H ^f<!:^;Z 1* 
-CH2-^fcl*-N-$;R I* H *fcli-(Cl-C6)7;U^ 
;U^;R' J3<i:i; R' imiLLX-iCl-C6)y)l=^)\^ 
Uii^;R' 14 H l47K^'Jfi:^;m 14 0 ^i: 

L^L 2 ;q (* 0 ttzit 1 ^ ;n 14 0 Ul^L 

4 roSia^;? 14 1 ^tt^L 6 a)S»*;t (4 1 Ul^ 

4)EP533266 |CI4. 5HT1D 7>^d'iiXhjg14$ 
[^b26] 



As for R<sup>5'</sup> H, as for R<sup>5</sup> -H etc; as 
for the Z -CH<sub>2</sub>- or -N- ; as for R H or - (CI - C6 ) 
alkyl ;R<sup>l</sup> and as for R<sup>2</sup> becoming 
independent, - (CI- C6 ) alkyl etc; as for R<sup>3</sup> H 
etc; as for R<sup>4</sup> hydrogen etc;as for m integer of 0 
or 2; as for q 0 or 1 ; as for n integer of 0 or 4; As for p; as for 
t shows integer of 1 to 4 ] with compound which is displayed 
has been stated integer of 1 through 6 . In Formula, as for Ar 
phenyl etc; as for X -O- or -S-; asfor Y 
CR<sup>5</sup>R<sup>5'</sup>- 

4) It possesses 5 HTlDantagonist activity in EP 533266, loss 
of appetite or other improvement is expected,formula 

[Chemical Formula 26] 



T:i^T:t«J:l^3?x^;US;R^ It] 
lit 27] 

^ 1. 



[In Formula, as for R<sup>l</sup> halogen etc; as for 
R<sup>2</sup> 1 or 2 which is chosen from halogen etc with 
substituent optionally substitutable phenyl ; as for 
R<sup>3</sup> ] 

[Chemical Formula 27] 



^;R' tecfci; r' l±?4iLT7K^. /\P>f><j:<t: 
*;R^^ tt7K**fcttCi.6 7;U+;U*5^-r]T*S* 



[0005] 



I] 



; R<sup>4</sup> and as for R<sup>5</sup> becoming 
independent,; as for the R<sup>ll</sup> hydrogen or shows 
C<sub>l- 6</sub>alkyl ] with compound which is 
displayedhas been stated hydrogen , halogen etc. 

[0005] 

[Problems to be Solved by the Invention] 

Being useful as prevention and treatment agent etc of obesity , 
it is superior in the oral absorbancy , at same time 
development of safe melanin cohesion hormone antagonist 
isdesired. 
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[0006] 

/■■ 

Ar— Y-h( 



[0006] 

[Means to Solve the Problems] 

As for these inventors result and formula which did diligent 
investigation concerning compound which possesses MCH 
antagonist action 

[Chemical Formula 28] 



[0007] 
[<b29l 



/«'■■•••• 

Ar -X-Ar— 



(1) 



In compound which is displayed with (symbol in Formula 
shows same meaning as description above. ), fact that 
itpossesses MCH antagonist action where derivative which 
introduces group whichis displayed with 
type:Ar<sup>l</sup>-X- (symbol in Formula shows same 
meaning as description above. ) is superior was discovered, 
the this invention was completed. 

[0007] 

As for namely, this invention, 
1) Formula 

[Chemical Formula 29] 



lii±m(Dm=F^ 1 Ul^L 6 07s^—^- 
CD;^^-- bl--^;Ar It 4 tjil^L 8 mt^^Mt 

^m'^fz\t't(Dik^t^LXUi>^=y:^>mm 



Containing compound or its salt which is displayed with [In 
Formula, as for Ar<sup>l</sup> optionally substituted ring 
condition basis; as for X spacer of number of atoms 1 through 
6 of main chain ; as for Y spacer of the number of atoms 1 
through 6 of bond or main chain ; 4 or 8 -member non- 
aromatic ring to bepossible to condense Ar, furthermore 
optionally substituted monocyclic aromatic ring ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with Ar forms spiro ring, or 
R<sup>2</sup> with nitrogen atom and Y which areadjacent 
may form optionally substituted nitrogen-containing 
heterocycle ], melanin cohesion hormone antagonist ; which 
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becomes 



2)Y f}<±mom^^ 1 Ul^L 6 OX^-tl— 

L. R' t< Ar <t^t,l37.eP«$Jl^i?!cLTL>rtck 



4)Ar* 6 ^^t^L 14 



5)Ar^ ■e^ft$*X>?)S^»A<. ^mife 6 ^*:INL 14 
IBt£0)»J; 



6)Ar^ -r?S^^F*tSSjK»A^ t^m%L 6 ^£L^L 14 

5 ^iri^L 10 H^^m^mmtt^^i^^vm^L 



7)Ar' A<./\Py>IS^-; 
-hP; 



/^P>^7*>^b^F*lrL^-Ct,cbl^ C3.6 i/<7P7;i^+ 



2) Y with spacer of number of atoms 1 through 6 of main 
chain , shows the hydrocarbon group R<sup>l</sup> and 
R<sup>2</sup> have been allowed to have possessed the 
identical or different hydrogen atom or substituent , or 
description above 1 which both nitrogen atom where 
R<sup>l</sup> and R<sup>2</sup> are adjacent forms 
optionally substituted nitrogen-containing heterocycle , 
R<sup>2</sup> with Ar is possible to form spiro ring) agent ; 
which is stated 

3) Ar<sup>l</sup> being optionally substituted aromatic 
group , description above 2 where optionally substituted 
hydrocarbon group which is shown with R<sup>l</sup> and 
R<sup>2</sup> is optionally substituted C<sub>l- 
6</sub>alkyl ) agent ; which is stated 

4) cyclic group which is shown with Ar<sup>l</sup>, carbon 
number 6 or thedescription above 1 which is a monocyclic or 
a condensed polycyclic aromatic hydrocarbon basis of 14) 
agent ; which is stated 

5) cyclic group which is shown with Ar<sup>l</sup>, carbon 
number 6 or monocyclic or condensed polycyclic aromatic 
hydrocarbon of 14 2 or 3 description above 1 which is a basis 
whichexcludes hydrogen atom 1 of option from aromatic ring 
assembly which is connecteddirectly with single bond ) 
agent ; which is stated 

6) cyclic group which is shown with Ar<sup>l</sup>, carbon 
number 6 or monocyclic or condensed polycyclic aromatic 
hydrocarbon of 14 and description above 1 which is a basis 
whichexcludes hydrogen atom I of option from aromatic ring 
assembly which 5 or 10 -member aromatic heterocycle 
connect directly with single bond ) agent ; which is stated 

7) Ar<sup>l</sup>, halogen atom ; 
nitro ; 

C<sub>l- 3</sub>alkylene dioxy ; 

halogenation C<sub>l- 6</sub>alkyl ; which is possible to be 
done 

hydroxy -C<sub>l- 6</sub>alkyl ; 

halogenation C<sub>3- 6</sub>cycloalkyl ; which is possible 
to be done 

halogenation C<sub>l- 6</sub>alkoxy ; which is possible to 
be done 

halogenation C<sub>l- 6</sub>alkyl thio ; which is possible 
to be done 



7) Ar<sup>l</sup>, halogen atom ; 
nitro ; 



tKP^i^; hydroxy; 

Sl^iS^ ^LTt^Ttcfcl^ C7.19 7^;U+^U^+ optionally substituted C<sub>7.19</sub>aralkyloxy ; 
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;^+;^75y;a}^i*^WLTl^Ttckl^ a,4 7 
'J— ;u75>'*;u7t-;-;u75y;a^SS^LTi^ 
rt<fcl^ C6.14 7'J-;ux;u7txz:;u75y;aj|i« 

^^LTl^TtcJ:l^ C6.,4 7'J-^U-:^;U7K-;U:t 
+v;:i-+V;*;U7t?:^v-Ct.6 7;U*;U;C,^ 7;U 
a+v-*JU7t?-;U-Ci.6 7;U+iU;a^S$-WL 
rt>Ttcfel^ C7-19 7^>IU+;U;^§gt^S*^- 

c,,6 7;u3:^v;fccki;v7/A>bSii+i*a^ 

>^+■9■7'J;^. e'Jv;u-:7x-;u, :7xzi;u.eu 
;v?- K>y77-;u-:7xii^u. 37»;;u-:7x 

8)Ar' t<s t^y. a^^»^^Lrt^Ttcfcl^ 
C6.,4 7'J-^u. tKP+v. C7.19 7^;u*;i/;l-^ 
v-:^;u/1?-;ui3J:i; C7.,9 7^;u^;u*^bSli 
tl^a^s^^*^^*^^ 1 ^fci* 2 ^i^Lrl^r 

^u. i;tKpe'j v;u*fc(±^h^tKpe'js?;u 



9)x fccfci; Y Tr*$tt^±m(7)ji^^ 1 n^ri^L 

6 (D7.^--y* — *^ -0-. -S-. -CO-. -SO-s 

-s02-^ -NR^-(R^ (i7K^IS^s /\p>tf>^b$tir 

lNTtiJ:l^C,.67;U+;U./NP^*>1b^FttTL^T 

tcfet^ c,.6 7;u+;u-:ti;u7t?^^u. /\py>^b$ 

ntl^TtJcl^ C,.67;U^;UX;U7t^x;U)JsJ:Lf 
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optionally substituted C<sub>6-14</sub>aryloxy ; 

5 to 7 member saturated ring amino ;optionally substituted 5 
to 7 member nonaromatic heterocyclic 
group ;formyl ;carboxy ;optionally substituted 
C<sub>6-14</sub>aryl -carbonyl ;optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl ;optionally substituted 
aromatic heterocycle carbamoyl ;C<sub>l- 6</sub>alkoxy 
-carbonyl ;halogenation which are possible to have possessed 
amino ;mono C<sub>l- 6</sub>alkyl amino ;di- C<sub>l- 
6</sub>alkyl amino ;substituent , benzene ring to have 
condensed they are possible C<sub>l- 6</sub>alkyl 
-carboxamide ;optionally substituted C<sub>6-14</sub>aryl 
-carboxamide ;optionally substituted 
C<sub>7-19</sub>araikyl -carboxamide ;optionaIly 
substituted aromatic heterocycle -carboxamide ;N- which is 
possible to be done (optionally substituted 
C<sub>6-14</sub>aryl -carbonyl ) description above 1 which 
is a phenyl , biphenylyl , phenyl -pyridyl , phenyl -furil , 
phenyl -isooxazolyl , biphenyl -oxazolyl , pyridyl -phenyl , 
phenyl -pyrimidinyl , benzoftiranyl -phenyl , furil -phenyl , 
terphenyl , thienyl -phenyl , indolyl , naphthyl -oxadiazolyl , 
benzofiiranyl -oxadiazolyl , benzo thienyl , benzoftiranyl , 
fluorenyl , pyridyl -pyrrolyl or a thioxane thenyl which 1 
through 3 is possible to have possessed substituent which is 
chosen from -N- C<sub>l- 6</sub>alkyl amino ;optionally 
substituted C<sub>6-14</sub>aryl amino carbonyl 
amino ;optionally substituted C<sub>6-14</sub>aryl sulfonyl 
amino ;optionally substituted C<sub>6-14</sub>aryl 
-carbonyl oxy ;oxo ;carboxy -C<sub>l- 
6</sub>alkyl ;C<sub>l- 6</sub>alkoxy -carbonyl -C<sub>l- 
6</sub>alkyl ;optionally substituted 
C<sub>7-19</sub>aralkyl ;aromatic heterocycle - C<sub>l- 
6</sub>alkoxy ; and cyano respectively) agent ; which is 
stated 

8) Ar<sup>l</sup>, description above 1 which is a 
bipyridinyl , piperazinyl , pyrrolidinyl , dihydro pyridyl or a 
tetrahydro pyridyl which 1 or 2 is possible to have possessed 
substituent which is chosenfrom 0x0 , optionally substituted 
C<sub>6-14</sub>aryl , hydroxy , 
C<sub>7-19</sub>aralkyloxy -carbonyl and 
C<sub>7-19</sub>arallq^l respectively) agent ; which is 
stated 

9) spacer of number of atoms 1 through 6 of main chain 
which is shown with X and Y ,-0-, -S-, -CO-, -SO-, 
-S0<sub>2</sub>-, -NR<sup>8</sup>- (As for 
R<sup>8</sup> hydrogen atom , halogenation C<sub>l- 
6</sub>alkyl , halogenation which is possible to be done the 
C<sub>l- 6</sub>alkyl -carbonyl , halogenation which is 
possible to be done C<sub>l- 6</sub>alkyl sulfonyl which is 
possible to bedone) and 1 through 3 which is chosen from 
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10) X A< -CONR'^- V -NR^'CO- . 
-CH=CH-C0NR*^-*fcli-S02NR'^- (R^^liTK^ 

11) Y A<y\P^^><b**XTl^Tt ctL^ 2 {ffi(D C,.6 



12)Ar A<5S 
[<b30] 



2002-1-9 

C<sub>l- 6</sub>acyclic hydrocarbon group of optionally 
substitutable bivalent thedescription above 1 which is a 
bivalent group which consists of) agent ; which is stated 

10) X -C0NR<sup>8c</sup>-, -NR<sup>8c</sup>C0-, 
-CH=CH-C0KR<sup>8c</sup>- or 
.SO<sub>2</sub>NR<sup>8c</sup>- description above 1 
which is a (R<sup>8c</sup> shows hydrogen atom or 
C<sub>l- 6</sub>alkyl . ))agent ; which is stated 

1 1) Y halogenation description above I which is a C<sub>l- 
6</sub>acycIic hydrocarbon group of bivalent which is 
possible to be done) agent ; which is stated 

12) Ar formula 
[Chemical Formula 30] 




miB l)ffi««)Si|; 

i3)R' cfei; t^mm^i^tdtmm^^^^ 



18)jt 

[<b3i] 



Ar'-X'— Ar'-Y-N( 



Description above 1 which is a ring which is shown with [In 

Formula, as for single bond or double bond , as for n 

integer of 1 to 4 it shows ])agent ; which is stated 

13) It is a C<sub>l- 6</sub>alkyl R<sup>l</sup> and 
R<sup>2</sup> have been allowed to havepossessed 
hydrogen atom or substituent , or both nitrogen atom where 
R<sup>l</sup> and R<sup>2</sup> are adjacent description 
above 1 which 3 or 8 -member nitrogen-contaming 
heterocycle is formed)agent ; which is stated 

14) Description above 1 which is a prevention and treatment 
agent of disorder whichoriginates in melanin cohesion 
hormone ) agent ; which is stated 

15) Description above 1 which is a prevention and treatment 
agent of obesity ) thedescription above 1 which is a agent ;16) 
feeding deterrent which is stated) agent ; whichis stated 

17) pharmaceutical ; which becomes combining at least 1 
kind which is chosen from melanin cohesion hormone 
antagonist and diabetes therapeutic agent , hypertension 
therapeutic agent and arteriosclerosis therapeutic agent 

18) Formula 
[Chemical Formula 31] 
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Ut 32] 

5 





[In Formula, as for AKsup>l</sup> optionally substituted 
ring condition basis; as for Ar' therespective optionally 
substituted system] 

[Chemical Formula 32] 



[it4^. (*mfs^*fc(*-s$s^^s n 

It -CONR^'-,-NR^'CO-,-CH=CH-CONR^'- ^ fc 
)^;Y lii^CDH^^IS 1 Ul^L 6 (DX 

A<-S02NH-T*fc*<!:#. Ar'tt. ^*l^^4xfi^» 




Ring which is shown with [In Formula, as for single 

bond or double bond , as for n integer of 1 to 4 it shows ]; as 
for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- or 
-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . However, when X&apos; 
-S0<sub>2</sub>NH- being, as for Ar', respective optionally 
substituted 

[Chemical Formula 33] 




;^■en^:L^]T'S^Ftl4^b^!|^!l(fc^=L^N-[2-(N,N- 

v>5^;uT5/)p'T;u-6--TK7';-;u]-4-t*7i- 

19)5C 

at 34] 



When; X&apos; -CONH-, and Ar* is any of benzopyran , 
dihydro benzopyran , dihydro benzoxazine , dihydro 
benzoxazole or the tetrahydro benz oxazepine with ring which 
is shown with (symbol in Fonnula shows same meaning as 
description above. ), Ar<sup>l</sup> is not the optionally 
substituted biphenylyl ] with compound (However, N- [2 - (N, 
N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 -biphenylyl 
carboxamide are excluded) or its salt ; which is displayed 

19) Formula 
[Chemical Formula 34] 
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Ar -X' 




(I'-i) 



itmrn-^^tzit-mm-^^^n it i 

l^L4 (OSSa^ ;X' li-CONR'S-NR^'CO-S 
-CH^H-CONR*'- (R" liTkfftH^ C,.6 
7;u+;u^ 5i-r)^ ;Y l ^Pl^L 6 

K<b7K*»^*-rA\R' i: R' ilil^^-ri)^ 
«*^^Jf^^L-Cl\T=tJ:<sR' lil^^-T'Sg 




[In Formula, as for Ar<sup>l</sup> optionally substituted 

ring condition basis; as for single bond or double bond ; 

asfor n integer of 1 to 4 ; as for X&apos; 
-C0NR<sup>8c</sup>-, -NR<sup>8c</sup>CO- or 
-CH=CH-CONR<sup>8c</sup>- (R<sup>8c</sup> shows 
hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y spacer 
of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 35] 



n'S^fc^tl(fcfc*L.N-[2-(N,N-VP'9^;i/75y)pt 
^JU-6-xH7'J--'U]-4-tf:7x=.'j;U*;U7|<4r-9- 

20)iC 
lit 36] 



Ar -CONH 




+-Y-N 



/ 



V 



As for ring which is displayed with (symbol in Formula 
shows same meaning as description above. ), furthermore 
compound (However, N- [2 - GSf, N- dimethylamino ) methyl 
-6- [tetorariniru ] ] - 4 -biphenylyl carboxamide are excluded) 
or its salt ; which is displayed with optionally substituted ] 

20) Formula 

[Chemical Formula 36] 



Description above 19 which is displayed with [In Formula, 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possibleto have possessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom which is adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle . Other symbol description above 19) with show 
same meaning. ]) compound ; which is stated 
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21) Ar' A<fi^lS$WLTL^TtJ:t^9fS«l«•e 

22) S 
Mb 37] 



Ar -X' 




— Y-N 



21) Ar<sup>l</sup> being optionally substituted aromatic 
group , description above 20 where optionally substituted 
hydrocarbon group which is shown with R<sup>l</sup> and 
R<sup>2</sup> is optionally substituted C<sub>l- 
6</sub>al]cyl ) compound ; which is stated 

22) Formula 
[Chemical Formula 37] 



(l'-3) 



^ ;n 1* 1 L> L 4 0) H » * ;X ' li 

-CONR^'-,-NR^'CO- * tz It -CH=CH.CONR^'- 

^;R* jDcfci; R'lil^-Sfc(*S^i:oT7K^®T 
7rstt\ R» R' t liK^grS^^lSi^ttilcE 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for n integer of 1 to 4 ; as for X&apos; 
-C0NR<sup>8c</sup>-, -NR<sup>8c</sup>C0- or 
-CH=CH-C0NR<sup>8c</sup>- (R<sup>8c</sup> shows 
hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y spacer 
of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 



[it 38] [Chemical Formula 38] 



lrSg4*$^LTl^Tt<}:l^]■ea^Fn^^b^^^!l 
(fcf£L,N-[2-(N,N-i//^;U75^)>5^;i/-6-Th 

23)iC 

[<b39l 



[A^s R* fcekl/ R^ lil^l— ^fcliS^foTTK^ Description above 22 which is displayed with [In Formula, 
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24)Ar' t<m^&t:^LXl^Xt^i^^^M&X' 



25)*C 
[^b40] 



Ar -X' 




R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possibleto have possessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom which is adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle . Other symbol description above 22) with show 
same meaning. ]) compound ; which is stated 

24) Ar<sup>l</sup> being optionally substituted aromatic 
group , description above 23 where the optionally substituted 
hydrocarbon group which is shown with R<sup>l</sup> and 
R<sup>2</sup> is optionally substituted C<sub>l- 
6</sub>alkyl ) the compound ; which is stated 

25) Formula 
[Chemical Formula 40] 



(r-5) 



^ ;X ' I* -CONR^'-rNR^'CO- * fc 1* 
-CH=CH-CONR'^- (R'^ liTK^JI^ Ci.g 
7;U^;i/^*^)£;Y lt±m(Om=Fm 1 tiil^L 6 
©X^-- 9— $;R* n^XS R^ 




[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -CONR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0- or-CH=CH-CONR<sup>8c</sup>- 
(R<sup>8c</sup> shows hydrogen atom or C<sub>l- 
6</sub>alkyl . ); as for Y spacer of number of atoms 1 
through 6 of main chain ; R<sup>l</sup> and 
R<sup>2</sup> show hydrocarbon group which is possible to 
havepossessed identical or different hydrogen atom or 
substituent , or R<sup>l</sup> and R<sup>2</sup> both 
nitrogen atom whichis adjacent are possible to form 
optionally substituted nitrogen-containing heterocycle , 
R<sup>2</sup> with nitrogen atom and Y which are adjacent 
may form optionally substituted nitrogen-containing 
heterocycle . In addition, formula] 

[Chemical Formula 41] 



26)ie 

[<b42] 



So as for ring which is displayed, furthermore compound or 
its salt ; which isdisplayed with optionally substituted ] 

26) Formula 

[Chemical Formula 42] 
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Ar'-CONH^fY^Y-N^f 



(r-6) 



27) Ar' A<M^S^^Lrl^Ttckl^5f#l^lST♦ 
&y.R' fc<fci; R' T'jF^F*l^SjtS^^LTl> 

28) 5^ 
[^b43] 



Ar -X' 




Description above 25 which is displayed with [In Fonnula, 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possibleto have possessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom which is adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle . Other symbol description above 25) with show 
same meaning. ]) compound ; which is stated 

27) Ar<sup>l</sup> being optionally substituted aromatic 
group , description above 26 where the optionally substituted 
hydrocarbon group which is shown with R<sup>l</sup> and 
R<sup>2</sup> is optionally substituted C<sub>l- 
6</sub>alkyl ) the compound ; which is stated 

28) Formula 
[Chemical Formula 43] 



(r-7) 



$ ;X ' li -conr"-,-nr^'co-,-ch=ch-conr''- 

^fcli-SOaNR'^- (R'MiTK^H^^Sfcli C,.6T 
l\,^)l^^-t)^;Y \t±^(r)m=f-WL 1 'tfl^L 6 
CDX^— 9— ^;R' fccfci; R'lil^-^/cliM'Ji: 

^ib7K*s^^-r A\ R' t R' t\mnt^m. 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- 
or-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen>containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 



[ it 44] [Chemical Formula 44] 

V^^^^Mlts S blwfij^S^^ LTL^Tt J: So as for ring which is displayed, furthermore optionally 
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fcf£L.X'A<-CONH-T-fei)i:^.Ar' liSiSl* 




substituted . 

However, when X&apos; -CONH- being, Ar<sup>l</sup> is 
not optionally substituted biphenylyl ]with compound or its 
salt ; which is displayed 

29) Formula 

[Chemical Formula 45] 



(l'-8) 



$ ;X ' (i-CONR''-,-NR"CO-,-CH=CH-CONR''- 




lit 47} 



kr-r 




Y -N 



/ 



R' 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- 
or-SO<sub>2</sub>NR<sup>8c</sup>-(R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 46] 



So as for ring which is displayed, furthermore compound or 
its salt ; which isdisplayed with optionally substituted ] 

30) Formula 

[Chemical Formula 47] 



{r-9) 



^ ;X ' li-CONR*'=-,-NR''CO-,-CH=CH-CONR*'=- 
^fcli-SOzNR*'- (R''l*7Km)i^*fcl*CM7 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>CO-,-CH=CH-CONR<sup>8c</sup>- 
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or-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydiocaibon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 

[Chemical Formula 48] 



31)jC 
Hb49] 



Ar -X' 




■Y -N 



V 



So as for ring which is displayed, furthermore compound or 
its salt ; which isdisplayed with optionally substituted ] 

31) Formula 

[Chemical Formula 49] 



(I' -10) 



^ ;X ' li -CONR^'=-,-NR^'CO-rCH=CH-CONR^'- 



[In Formula, as for Ar<sup>l</sup> optionally substituted 
ring condition basis; as for X&apos; -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>- 
or-SO<sub>2</sub>NR<sup>8c</sup>- (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ); as for Y 
spacer of number of atoms 1 through 6 of main chain ; 
R<sup>l</sup> and R<sup>2</sup> show hydrocarbon 
group which is possible to havepossessed identical or 
different hydrogen atom or substituent , or R<sup>l</sup> 
and R<sup>2</sup> both nitrogen atom whichis adjacent are 
possible to form optionally substituted nitrogen-containing 
heterocycle , R<sup>2</sup> with nitrogen atom and Y 
which are adjacent may form optionally substituted 
nitrogen-containing heterocycle . In addition, formula] 



[it 50] [Chemical Formula 50] 
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y=f£L,X'/)<-C0NH--eifc4i:#sAr' it^Wi& 

32) HiItB 18). 19). 22). 25). 26). 28). 29). 30)^ 

fzlt 3l)a)L^-r;^^A^ 1 lcaBi£fl)^b^!Ks$^*L 

33) BljlB 18). 19). 22). 25). 26). 28). 29). 30)* 

tz\t 3l)a)^^■f ^KA^ 1 iztmcDit-^^ozfah* 

34) N-[2-(N,N-'y>5';U75/)y^Jl'-6-xh7'j- 
;U].(4'-yh^^>tf7i-;i'-4-<;U)*;U7t?4-y-5 
K; 

4'- ZPJltO -N-[6-[(N,N- e?^5';i/75>')y5' 
;U]-7,8-vtKP-2-:>-:7^»b-;U][l.l'-lf7x::i 
;U]-4-:^;U7fC+-9-5K; 

4'-:7;U;i-P-N-[6-(l-tf^'Jv-;U-^^JU)-7,8-i? 
tKa-2-:^-7^U-;u][i,i'-tf:7i-;u]-4-*;u7H 

4'-y}\.ta -N-[6-[(N,N- i/^^;U75/)-P*5' 
;U]-5,6,7,8-Th7tKP-2-:f:74»U-;U][l,l'-e-7 
i-;U]-4-*;i.7t<+-9-5K; 

(+).4>-:7 P -N-[6-[(N,N-v>^;UTS/)-^^ 
;U]-5,6,7,8-xh7tKP-2-:J-7^b-JU][l.l'-t*:? 

(.)^'.:7 □ -N-[6-[(N,N-i/ y^^UTS/)^*^' 

;u]-5,6,7,8-i^K7tKP-2-:^:;^»^-;u][i,r-e3' 

x-^U]-4-*;U7t<^-9-SK; 
4'-<7PP-N-[3-[(N,N-i?>^^U75/)>5=-^U]-2H- 

<7o^:/-7-'f;i/][i,i'-tf7i-;i']-4-*;u/l?4r-9-5 

K; 

4'-7;U:j-P-N-[6-(l-ePUi>-;U/5^yU)-7,8-i; 

t Kp-2-:^:7^ 1 , 1'-tf :7x=.;u]-4-*;U7K 

N-[3-[(v>5^;U75y)>T;i']-2H--i7Py>-7-1' 
;U]-4'-7^l/:i-Ptl.l'-tf7x:^;U]-4-*;U7t?^-y-5 
K; 

4'-'!7PP-N-[3-[(e;;tf^;i/75/)^^;U]-3,4-e^b 
KP-2H--i7P>:/-7-'f;H[ll'-t*"7x-;U]-4-*Jl' 

6.(4-;th+i^:?x::.;U)-N-[5->^;i/-6-(l-tfP'J-^ 
>75K; 

4'-'i7 P P -N-[7-[(i?;«5^ ;U75 /)>^;U]-5,6-i? t 



So as for ring which is displayed, furthermore optionally 
substituted . 

However, when X&apos; -CONH- being, Ar<sup>l</sup> is 
not optionally substituted biphenylyl ]with compound or its 
salt ; which is displayed 

32) Description above 18) 19) 22) 25) 26) 28) 29) 30) Or 31) 
Containing compound which is stated in any 1, 
pharmaceutical composition ; whichbecomes 

33) Description above 18) 19) 22) 25) 26) 28) 29) 30) Or 31) 
prodrug ; of compound which is stated in any 1 

34) N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] 
- (4' -methoxy biphenyl -4- yl ) carboxamide ; 

4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

4' -fluoro -N- [6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

4" -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] [1, 1* -biphenyl ] - 4 
-carboxamide ; 

(+) . 4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

(.) . 4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide ; 

4' -chloro -N- [3 - [ (N, N- dimethylamino ) methyl ] - 2 
H-chromene -7-yl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

4' -fluoro -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

N- [3 - [ (dimethylamino ) methyl ] - 2 H-chromene -7-yl ] - 4' 
-fluoro [1. r -biphenyl ] - 4 -carboxamide ; 

4' -chloro -N- [3 - [ (dimethylamino ) methyl ] - 3 and 4 
-dihydro -2H-chromene -7-yl ] [1. 1' -biphenyl ] - 4 
-carboxamide ; 

6 - (4 -methoxyphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
mediyl ) - 7 and 8 -dihydro -2- naphthalenyl ] nicotinamide ; 

4' -chloro -N- [7 - [ (dimethylamino ) methyl ] - 5 and 6 



Page 36 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 

Ka-3-4r>"J-vu][i,r-e'7i-;u]-4-*;u7t?^ 

4-(4- •i; o □ -7 X — ;u)-N-[6-( 1 - tf □ ' J V — ;u > ^ 
7U )-7,8- V t K p -2- :^ :7 ^« u - ;u 1-3.6- V t K □ 
-l(2H)-e'Jv:/*;U;t?4r-9-5K;N-[6-[(v>f^;U 
T5>')P»f^yU]-7,8-i;tKP-2--^-7^U-;U]-4-(4- 

7 ; u ;^ p -7 1 - ; u )- 1 - tf ^ ' J > * ^ u 7t? + -y- 5 

K;4-(4-;«h^i/7i-Jl/)-N-[6-(l-eP U i^-^U^ 
^;U)-5-^^;U-7,8-vtKP-2--f"7^U-;U]-l-tf 
'<'Ji^>*;L'7K+-9-5h*;4'-:7;U;i-P-N-[6-[2-(l- 
eP'Ji/-;U)x^;i/].7,8-i/tKP-2-:f7^U- 
;U][l,l'-t*:7xn;U]-4-*;U7t?+-tl-5K;4'-':?PP 
-N-[6-[2-(l-t°P'Jv-;U)Xf^;U]-7,8-vtKP-2- 

i-y^O-ji'][\,\'-\iZPji-)\^]-4-i])i^7f^^-^z 

K;4'-'j7PP-N-[2-[(v>^;U7Sy');<f^;U]-3,4-v 
t h* □-2H-l,4-'<>X:J-+-<t i^>-6--f , r- f 
:7xn;U]-4-*;U7f:+->T5K;4-(4-;<h4^V':7x- 

;u)-N-[5->f-;u-6-(i-if p 'J i;-;uy 5^;i/)-7,8-i/ 
tKp-2--f7^u-;u]-i-e'<'j*:?>*^i/7t?4rv 

7'5K;4-(4-':7PP7x=.;i/)-N-[6-[(4->^;U-l-e 
/<7i^-;U)>5^^U]-7,8-i/tKP-2--^7^U- 
;U]-Mf 'j ^U7K4r*>T 5 K;4'-^ P P 
-N-[2-[(i/>^;U75>')^5^;U]-lH--1'>T>-6-'r 
;U][l,r-t*7x^;U]-4-*;i/7H+i'75K;4'-7;U 
P -N-[2-(l-bf P 'J i? ^ ;U > 5=- ;U)-3,4- V t K P 
-2H-i,4-'<>X;l-+-9-v>-6-<;u][i,r-t*:7x^ 
;u]-4-:^;U7f:^v7SK;4'-7;u;^-p-N-[5-y^;u 
-6-[(4-^^;U-l-tf^'5i?-;i')>f^;i/]-7,8-i?tK 

p-2--^:7^u-;i'][i,i'-tf:7x-;u]-4-*;i/7fC^ 

v75K;4'-'^Pa-N-[5->^^U-6-[(4->^;U-l-t° 
/< ^ i? - ;i/ ) ;t 5^ ;U ]-7,8- *:? t K P -2- :^ 7 ^ b - 
;i.][i,r-tf7x^;u]-4-:*;u7K+v75K;$fcli 

4-(4-'? P P 7x^;i/)-N-[5-y ^ ;U-6-[(4-,?»T;U- 1 - 

e'^7v-;u);<^;u]-7,8-i/tKP-2-:f7^b- 
;U]-l-e'<'ji^>:tl^l/7t?+'>75K;T?fc^flfB 

[0008] 

Ar' T?*$^l■S^iaj||S$^LT^^TtJ:t^att 

Sjl-fclt-Sr^ttSjirLTI*. 1^5? 
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•dihydro -3- quinolinyl ] [1, 1' -biphenyl ] - 4 -carboxamide ; 

4 - (4 -chlorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] - 3, 6 -dihydro -1 (2 H ) 
-pyridine carboxamide ;N- [6 - [ (dimethylamino ) methyl ] - 
7 and 8 -dihydro -2- naphthalenyl ] - 4 - (4 -fluorophenyl ) - 1 
-piperidine carboxamide ;4- (4 -methoxyphenyl ) -N- [6 - (1 
-pyrrolidinyl methyl ) - 5 -methyl -7, 8-dihydro -2- 
naphthalenyl ] - 1 -piperidine carboxamide ;4'-fluoro -N- [6 - 
(2 - (1 -pyrrolidinyl ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ][1, 1' -biphenyl ] - 4 -carboxamide ;4'-chloro 
-N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide ;4'-chloro 
-N- [2 - [ (dimethylamino ) methyl ] - 3 and 4 -dihydro -2H-1, 
4- benzoxazine -6-yl ] [1, 1' -biphenyl ] - 4 -carboxy amide ;4- 
(4 -methoxyphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
carboxy amide ;4- (4 -chlorophenyl ) -N- [6 - [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 
-piperidine carboxy amide ;4'-chloro -N- [2 - 
[ (dimethylamino ) methyl ] - 1 H-indene -6-yl ] [1, 1' 
-biphenyl ] - 4 -carboxy amide ;4'-fluoro -N- [2 - (1 
-pyrrolidinyl methyl ) - 3 and 4 -dihydro -2H-1 , 4- 
benzoxazine -6-yl ] [1, 1' -biphenyl ] - 4 -carboxy 
amide ;4'-fluoro -N- [5 -methyl -6- [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, 
r -biphenyl ]- 4 -carboxy amide ;4'-chloro -N- [5 -methyl -6- 
[ (4 -methyl -1- piperazinyl ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxy amide ; or 4 - (4 
-chlorophenyl ) -N- [5 -methyl -6- [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 
-piperidine carboxy amide ; thedescription above 18 which is) 
it stated It regards compound ; etc. 



[0008] 

In "optionally substituted ring condition basis" which is 
shown with Ar<sup>l</sup> you can list aromatic group , 
nonaromatic ring hydrocarbon group , nonaromatic 
heterocyclic group etc "cyclic group "as. 

Here, you can list for example monocyclic aromatic group , 
condensed aromatic group , ring fusion aromatic group etc 
"aromatic group " as. 

As said monocyclic aromatic group , you can list univalent 
group which it is possible excluding hydrogen atom of 1 of 
option from monocyclic aromatic ring . 

said "monocyclic aromatic ring " as, you can list for example 
benzene ring , S or 6 members aromatic heterocycle . 
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[0009] 

rs ^tzit 6 ^^^mmmmitLxit. m^its 
[ts 1-3 5 ^fzit 6 ^j^^mmmmu 

^rvr-;u, e^^/--/!/. ^^TiZ-^iu. 'TV^TV^ 

e^i^^s e'j5i?>, e'j^v>. 1.2,4-;!-+ 

+)-i^T7-;i/. l,3,4-:i-#-9-*:^7i;-JU. 1,2,4- 
[0010] 

;U.2-*fcl± 3-^X^;i.,2-,3-*t=l± 4-tf'Ji; 
;i..2-*fcl* 3-:7iJ;U,2-,4-*fctt 5-^7*y'J 
2-,4-*fcl* 5-t=^V-V*))ls l-2-^tzlt 4-e 
77'J;U. 2-t:7V--'Us 2-. 4-^fcl± 5-t°'J5v 
-;U. l-,2-*fcl* 3-eniJ jU, l-,2-$fcl± 4-'r5 
^V^'J^U. 3-*fcl*4-tf' J^V-;U. 3-<V5^7V^ 

u;u. 3-<v;i-+-thy'j;u. i,2,4-:!-+-y-v7y- 
;u-5-<;u.l.2,4-;i-+-9-i?77-;u-3-<;i'^Ji: 

[0011] 

li 2 ntl^L 4 $P>IC»*L<I* 2 3 

xr-^-S 1 ffiS^s^l'o 

Ii> 9 ^ft^L 14 <1(Z)$S^^S5C(2 

[0012] 

(ffllTltf. 1-4 ll)^^t? 9 Ul^L 14 »SU 
li 9 10 ft (D!|ii^^BiS3ISS6«mS<i: 

+-9-V/-;U. ^>V^5^7V'->U. ^>X'f V^7 



[0009] 

"5 or 6 members aromatic heterocycle " As, you can list 
nitrogen atom , sulfiir atom and 5 or 6 members aromatic 
heterocycle etc which include heteroatom one or more (for 
example 1-3 ) which is chosen from oxygen atom other than 
for example carbon atom . 

Concretely, you can list thiophene , furan , pyrrole , 
imidazole , pyrazole , thiazole , isothiazole , oxazole , 
isoxazole , pyridine , pyrazine , pyrimidine , pyridazine ,1,2, 
4- oxadiazole , 1, 3, 4- oxadiazole , 1, 2, 4- thiadiazole , 1, 3, 
4- thiadiazole , fiirazan etc. 



[0010] 

As embodiment of "monocyclic aromatic group ", phenyl , 2- 
or you can list 3 -thienyl , 2- , 3- or 4 -pyridyl , 2- or 3 -furil , 

2- , 4- or 5 -thiazolyl , 2- , 4- or 5 -oxazolyl , 1- 3- or 4 
-pyrazolyl , 2- pyrazinyl , 2- , 4- or 5 -pyrimidinyl , 1- , 2- or 

3- pyrTolyl , 1- , 2- or 4 -imidazolyl , 3- or 4 -pyridazinyl , 3- 
isothiazolyl , 3- isooxazolyl , 1, 2, 4- oxadiazole -5-yl ,1,2, 

4- oxadiazole -3- yl etc. 



[0011] 

"condensed aromatic group " As, univalent group which it is 
possible excluding hydrogen atom of 1 of the option from 
condensed polycyclic (preferably 2 or 4 rings systems, 
furthermore preferably 2 or 3 cyclic ) aromatic ring is shown. 

said "condensed polycyclic aromatic ring " as, you can list 
condensed polycyclic aromatic hydrocarbon , condensed 
polycyclic aromatic heterocycle etc. 
said "condensed polycyclic aromatic hydrocarbon " as, for 
example carbon number 9 or you can list 14 condensed 
polycyclic (2 or 3 cyclic ) aromatic hydrocarbon (Such as 
example and naphthalene , indene , fluorene , anthracene ) etc. 

[0012] 

said "condensed polycyclic aromatic heterocycle " as, 
condensed polycyclic aromatic heterocycle etc of 9 or 14 
members and preferably 9 or 10 memberwho include one or 
more (for example 1-4 ) can list heteroatom which other than 
for example carbon atom is chosen from nitrogen atom , 
sulfur atom and oxygen atom . 

As embodiment of said "condensed polycyclic aromatic 
heterocycle ", you can list benzofiu-an , benzimidazole , 
benzoxazole , benzothiazole , benzisothiazole , naphtho [2 



Page 38 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 

:7h(2,3-b]^:t-7i>. V+>"J>, 

+y'j>, -OK-^u. ^y^v-'Jiy. :7x:^>hu 
■^:7T'Jv>, ^-^-'/'jv, i/WJi/. 

V/-;U, /S -tiJlTf^T^. 7^'Ji^>, 7x:^-:;>, 
[0013] 

;u :2- 7 5^ ;u ;2-,3-,4-,5- $ li 8- 4^ y u 

;U ;i.,3.,4.,5.,6-,7- ^ fz \i 8- -f V + ^ 'J 
;U;)-,2-,3-,4-,5-,6-*fcli 7-<>KU^U;l-,2-,4-$ 

5-'rv'r>K'j;u;i-,5-^/=i* 6-:7^7v- 

;i/;2-,3-*/-cl* 5-+/+-9-'J--/U;2-.3-,4-,5-^fc 
I* 6-^>y7^-;i';2-,4-,5-*fcl± 6-^->'/J'T 
V 'J ;U ;l-,2-,4-,5- * ^= I* 6- X I' 5 ^ 'J 
1 -,2-,3-^fcl* A-yjltly-Jll'J't^^-^i-^'r 

[0014] 

rBSJfi^^#lsSji*. 2 <ija±(ffSL<i* 2 $ 



L>L 10 ft(»^L<(* 5 Sfcl* 6 fl)5?#S6«^ 
SA>?)SlS*t'S> 2 Sfcl* 3 <i(W^L<li 2 <i) 



•9-*/-;U. 'rV/^^■9■y-;^, l,2,4-:l-^-9-i?7 
y-;u. i,3,4-;4-^+»-v7l/-;u> l,2,4-^7v7 
'/-;U. l,3,4-^7i^7l/-;U, 4ry'J>. 'fV^r 

[0015] 

[t 4-t*7x-'J;U;3-(l--f75^;U)-l,2,4-:i-+-9-i? 
77--'l'-5-'f-'U;3-(2--^:7^>!U)-l,2,4-^^-9-i? 
7l/--'l'-5--l';U;3-(2-^>V/77-;U)-l,2,4-^ 
dr-9-v7V^— ;i/-5--<;U;3-:7i-;U-l,2,4-:t#-9- 
v 7 - ;U -5- 'f ;U ;3-(2- X :i- ^^r -y- 'J 
;i/)-1.2,4-;t-^-9-i?7y-;U-5-'ryU;3-(3-'f>KU 
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and 3 -b ] thiophene , isoquinoline , quinoline , indole , 

quinoxaline , phenanthridine , phenothiazine , phenoxazine , 
phthalazine , naphthyridine , quinazoHne , cinnoline , 
carbazole , ;be-carboline , acridine , phenazine , phtfaalimide , 
thioxanthene etc. 

[0013] 

As embodiment of "condensed aromatic group ", you can list 
1 -naphthyl ;2- naphthyl ;2- , 3- , 4- , 5- or 8 -quinolyl ;1- , 3- , 
4- , 5-, 6-, 7- or 8 -isoquinolyl ;1- , 2- , 3- , 4- , 5-, 6- or 7 
-indolyl ;1- , 2- , 4- or 5 -iso indolyl ;1- , 5- or 6 
-phthalazinyl ;2- , 3- or 5 -quinoxalinyl ;2- , 3- , 4- , 5- or 6 
-benzofuranyl ;2- , 4- , 5- or 6-benzo thiazolyl ;1- , 2- , 4- , 5- 
or 6 -benzimidazolyl ;1- , 2- , 3- or 4 -fluorenyl ;thioxane 
thenyl etc. 



[0014] 

"ring fusion aromatic group aromatic ring of 2 or more 
(preferably 2 or 3 ) being directly connected with the single 
bond , means basis which excludes hydrogen atom 1 of option 
from the aromatic ring assembly where number of 
connections which connect directly ring 1 issmaller than 
quantity of ring system . 

As said aromatic ring assembly , for example carbon number 
6 or monocyclic or condensed polycyclic aromatic 
hydrocarbon of 14 (Such as example and benzene , 
naphthalene ) and 5 or 10-member 2 or 3 which are chosen 
from (preferably 5 or 6 members ) aromatic heterocycle you 
can list the aromatic ring assembly etc which is formed with 
(preferably 2 ). 

2 or 3 which are chosen from for example benzene , 
naphthalene , pyridine , pyrimidine , thiophene , furan , 
thiazole , isothiazole , oxazole , isoxazole , 1, 2, 4- 
oxadiazole , 1, 3, 4- oxadiazole , 1, 2, 4- thiadiazole , 1, 3, 4- 
thiadiazole , quinoline , isoquinoline , indole , 
benzothiophene , benzoxazole , benzothiazole , benzofuran 
and pyrrole as examplewhere aromatic ring assembly is 
desirable, you can list aromatic ring assembly where consists 
of aromatic ring . 

[0015] 

As embodiment of "ring fusion aromatic group ", 2 3 - or 4 
-biphenylyl ;3- (1 -naphthyl ) - 1, 2 and 4 -oxadiazole -5-yl ;3- 
(2 -naphthyl )- 1 , 2 and 4 -oxadiazole -5-yl ;3- (2 
-benzofuranyl ) - 1, 2 and 4 -oxadiazole -5-yl ;3- phenyl -1, 2, 
4- oxadiazole -5-yl ;3- (2 -benz oxazolyl ) - 1. 2 and 4 
-oxadiazole -5-yl ;3- (3 -indolyl ) -1, 2 and 4 -oxadiazole 
-5-yl ;3- (2 -indolyl ) - 1 and 2, 4 -oxadiazole -5-yl ;4- phenyl 
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;U)-l,2,4-t+-9-i?T'/-;U-5-'f;U;3-(2-'r>K'J 
;U)-l,2,4-:l-+-9-v7'/-;U-5-'1'>'U;4-^x-;U^ 
T^/-->U-2--('^U;4-(2-'<>V^:77->U)^77- 

-2- 'f ;U ;4- 7 X - ;U -1 ,3- 4^ -y- 7 - ;U -5-< 
;U;5-7x^;U-'fV^7'/--/l/-4-'l';i/;5-7x-;U 

^ -y- - -'U -2- ;i/ ;4-(2- ^ X ^ ) 7 X ^ 
;U;4-(3-'9^X:i;U)7x-JU;3-(3-t:'Jv;Upx=. 

;4-(3- 1° 'J V ;i/px^ ;u ;6-:? X- ;u-3-lf 'J 
;U ;5-7 X ;u-i,3,4- + -9- V 7 - -lU -2- 'f 
;U;4-(2-:^7^;U):7x-;U;4-(2-'<>73?7— 'U) 

7x=.;i/;4,4'-x;u:?x-;u;5-:7x^;u-2-e'Ji^ 
ju :2-7x^;u-5-e 'J 5>:;-;u ;4-(4-e u ;U)7x 

^ju;2-7x-;U-l,3-:i-^-tl-l/-^l'-5-'r;U;2,4-v 

7x-;u-i,3-;*-^-9-V--'l'-5-'r;U;3-7x-;u-'f 
V + -9- ^/ - ^l' -5- ;U ;5- X -2- U 

;u;4-(2-7'j;i/px-;u;3-(4-e'ji?;u)tfp'j;u 

[0016] 

7K«S(»^L<ii:7x=.;u)Sif)j. r^^Dt 6 

^^**^bffsa)7Kmll^ 1 m^^i^tzW^ 

L<\t 2-,3-*fc(i 4-e7x^'j;U;4,4'-x^U7x^ 

;i.ni:t*)jfcJ:t;rmmiii 6 14 (J>*BS^* 
fcliSi^^^iC^^l^^^b*^^ 5 ^ci^L 10 

^L<(* 6-3'x^JU-3-e'Ji;;U, 5-7x^;U-2-e 
[0017] 

C38 i/^a7;i/4^^K0ft(*«fli:Lr(*s 

i/^p'^4*>^i's i/^P'^":^^>i's -v^pji"^^ 

3fp/<- ji/, ->'?p-:?7--;Us i/^TP'Ox- 
i/':7P^^i:-;i/. i/^P'^:>'-r-;i'. 

p/s^i/^UA^jff^U^o 
[0018] 
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thiazole -2- yl ;4- you can Ust (2 -benzofiiranyl ) thiazole -2- 
yl ;4- phenyl -1, 3- oxazole -5-yl ;5-phenyl -isothiazole -4- 
yl ';5-phenyl oxazole -2- yl ;4- (2 -thienyl ) phenyl ;4- (3 
-thienyl ) phenyl ;3- (3 -pyridyl ) phenyl ;4- (3 -pyridyl ) 
phenyl ;6-phenyl -3- pyridyl ;5-phenyl -1, 3, 4- oxadiazole -2- 
yl ;4- (2 -naphthyl ) phenyl ;4- (2 -benzofiiranyl ) phenyl ;4, 
4'-terphenyl ;5-phenyl -2- pyridyl ;2- phenyl 
-5-pyrimidinyl ;4- (4 -pyridyl ) phenyl ;2- phenyl -1, 3- 
oxazole -5-yl ;2, 4- biphenyl -1,3- oxazole -5-yl ;3- phenyl 
-isoxazole -5-yl ;5-phenyl -2- fiiril ;4- (2 -fiml ) phenyl ;3- (4 
-pyridyl ) pyrrolyl etc. 



[0016] 

Before, "carbon number 6 or monocyclic or condensed 
polycyclic aromatic hydrocarbon basis of 14 (Such as 
preferably phenyl ) ", "carbon number 6 or monocyclic or 
condensed polycyclic aromatic hydrocarbon of 14 2 or 3 basis 
whichexcludes hydrogen atom 1 of option firom aromatic ring 
assembly which is connecteddirectly with single bond 
(preferably 2- , 3- or such as 4 -biphenylyl ;4, 4'-terphenyl ) " 
and "carbon number 6 or monocyclic or condensed polycyclic 
aromatic hydrocarbon of 14 and basis which excludes 
hydrogen atom 1 of option from aromatic ring assembly 
which 5 or 10 -member aromatic heterocycle connectdirectly 
with single bond (Such as preferably 6-phenyl -3- pyridyl , 
5-phenyl -2- pyridyl ) " is desirable even in "aromatic group " 
which wasinscribed. 

[0017] 

"nonaromatic ring hydrocarbon group " As, you can list for 
example C<sub>3- 8</sub>cycloalkyl , C<sub>3- 
8</sub>cycloalkenyl etc. 

Here, you can list cyclopropyl , cyclobutyl , cyclopentyl , 
cyclohexyl , cycloheptyl , cyclooctyl etc as embodiment of 
C<sub>3- 8</sub>cycloalkyl . 

As embodiment of C<sub>3- 8</sub>cycloalkenyl , you can 
list cyclopropenyl , cyclo butenyl , cylcopentenyl , 
cyclohexenyl , cyclo heptenyl , cyclo octenyl etc. 

Before, C<sub>3- 8</sub>cycloalkyl is desirable even in 
"nonaromatic ring hydrocarbon group " which was inscribed, 
the cyclohexyl is desirable especially. 

[0018] 
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T\/--'U. i?tKP:f-:7h[2,3-b]^^7x:/. T^h 
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p*;u/^7— xh7tKp-)3 -*;u/t<'J>» -f 

h7tKP7^;'J*:/:/. xh^tKP7x-^v>. -rh 
7tKPT;t-=^1^->7^>'Jci:;!><^lfb+tS. 
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"nonaroxnatic heterocyclic group " As, you can list for 
example monocyclic nonaromatic heterocyclic group , 
condensed polycyclic nonaromatic heterocyclic group etc. 

said "monocyclic nonaromatic heterocyclic group " as, you 
can list univalent group which it is possible excluding 
hydrogen atom of 1 of option from monocyclic nonaromatic 
heterocycle . 

said "monocyclic nonaromatic heterocycle " as, nitrogen 
atom , sulfur atom and you can list 5 or 8 -member 
monocyclic nonaromatic heterocycle etc which includes 
heteroatom one or more (for example 1-3 ) which is chosen 
from oxygen atom otherthan for example carbon atom . 

Concretely, you can list tetrahydrothiophene , 
tetrahydroftiran , pyrrolidine , imidazoline , imidazolidine , 
pyrazoline , pyrazolidine , tetrahydro thiazole , tetrahydro 
isothiazole , tetrahydro oxazole , tetrahydro isoxazole , 
piperidine , tetrahydropyridine , dihydropyridine , piperazine , 
morpholine , thiomorpholine , tetrahydro pyrimidine , 
tetrsrfiydro pyridazine , hexamethylene imine etc. 



"condensed polycyclic nonaromatic heterocyclic group " As, 
univalent group which it is possible excluding hydrogen atom 
of 1 of the option from condensed polycyclic (preferably 2 or 
4 rings systems, fiirthermore preferably 2 or 3 cyclic ) 
nonaromatic heterocycle is shown. 

said "condensed polycyclic nonaromatic heterocycle " as, 
condensed polycyclic nonaromatic heterocycle etc of 9 or 14 
members and preferably 9 or 10 memberwho include one or 
more (for example l'-4 ) can list heteroatom which other than 
for example carbon atom is chosen from nitrogen atom , 
sulfur atom and oxygen atom . 

Concretely, you can list dihydro benzofuran , dihydro 
benzimidazole , dihydro benzoxazole , dihydro 
benzothiazole , dihydro benzisothiazole , dihydro naphtho [2 
and 3 -b ] thiophene , tetrahydroisoquinoline , 
tetrahydroquinoline , indoline , isoindoline , tetrahydro 
quinoxaline , tetrahydro phenanthridine , hexahydro 
phenothiazine , hexahydro phenoxazine , tetrahydro 
phthalazine , tetrahydro naphthyridine , tetrahydro 
quinazoline , tetrahydro cinnoline , tetrahydro carbazole , 
tetrahydro -;be -carboline , tetrahydro acridine , tetrahydro 
phenazine , tetrahydro thioxanthene etc. 



Before, "5 or 8 -member monocyclic nonaromatic 
heterocyclic group (Such as preferably 
bipyridinyl ;piperazinyl ;pyrrolidinyl ;dihydro 
pyridyl ;tetrahydro pyridyl ) " is desirable even in 
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[0019] 

SjicfcitsrggisjtL-ci*, 

a. 

C,.3 T;u4pb>v5l-^v(^J. ;»^l/>i?^+'>, 

^;u. c,.6 T;U34Fi/.*;u7K^;u-c,^ t;u* 
y+i/^^;u^j:<!:). c,.6 t;uJf;1'-C6.h T'J-;u 

if),/\P^Mb^FtlTL^Tt<feL^C3.6V':7P7JU 

MP>f>^b^tvTt^T4jJ;t^c,.67;u=i+ 

i/, /\P>rMb$*LTLN-Ct,J:l^C,^7-'U+;U9^ 

C«.i4 T'J-;U-*-'U/<^'1'^l'> 75y, 75/-Ci.« 
T^U^^Kfflls TSy'p'^^U^ 75yx^;i/, 75/ 

3^pe;u. 75y3r^;i'<i:ir). ^ /-c,^ 7;u=^;i/ 
75y(15iJ. >5^;u75/. x^;u75>'s :^atf;u 
7zy. ^y:fatf)\.Tzy. ::f^;i.75>"Ei:i:). 

-C,.6 TJi^=^)\^T5.y{m. v^^;U75/. i^x^^ 
;i/75/s i>:^Ptf;U75/. v:^^;U75/. x^ 
;Upt^;U75>'^i:i:)s ^/-C,.6 7;uJr;u75/ 
-C,.6 T)l=^H^. :^=J-)\,7ZJy=J-)i^. X.=J-)\,7 

s.yy^)\y. :^pe;u75y>^;Us 'fv::^Ptf;u7 
5/x^;u. •:fT;U75>'x5^;UJjfi:). iz-C,^ 7 
;u+;u75>'-c,^ 7;u+;k15II. i;-/5^;u75/> 
i;x5^;u75y>^;Us i?:^ptf;i/75yy 
i?-<v^pe;u7S/x^ju. -:;3f^;u75 

L 7 Rt&ifQ«!K75/, a«lS$^LTL^Tt J: 
L^ 5 ^fL^L 7 ft|^5?#St1t^S»s 7i/;U. 7 

i/;u75ys 7i/;u;i-+*>. ^mmmmm- c,.6 
7;u=iJpi/<c^*<^ife>3h'*. 



"nonaromatic heterocyclic group " which was inscribed. 
[0019] 

In "optionally substituted ring condition basis" which is 
shown with Ar<sup>l</sup> "substituent " as, 

for example oxo , 

halogen atom (Such as example and fluorine , chlorine , 
bromine , iodine ), 

C<sub>l- 3</sub>alkylene dioxy (Such as example and 
methylene dioxy , ethylene dioxy ), 

nitro , 

cyano , 

halogenation C<sub>l- 6</sub>alkyl , which is possible to be 
done 

hydroxy -C<sub>l- 6</sub>alkyl , carboxy -C<sub>l- 
6</sub>alkyl , C<sub>l- 6</sub>alkoxy -carbonyl -C<sub>l- 
6</sub>alkyl , C<sub>6-14</sub>aryloxy -C<sub>l- 
6</sub>alkyl (Such as example and phenoxy methyl ), 
C<sub>l- 6</sub>aIkyl -C<sub>6-14</sub>aryl -C<sub>2- 
6</sub>aIkenyl (Such as example and methylphenyl 
ethenyl ), C<sub>3- 6</sub>cycloalkyl , halogenation which 
halogenation is possible tobe done C<sub>l- 6</sub>alkoxy , 
halogenation which is possible to be done C<sub>l- 
6</sub>alkyl thio , optionally substituted 
C<sub>7-19</sub>aralkyl , hydroxy , optionally substituted 
C<sub>6-14</sub>aryloxy , optionally substituted 
C<sub>7-19</sub>aralkyloxy , optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl , amino , amino 
-C<sub>l- 6</sub>alkyI which ispossible to be done (Such as 
example and aminomethyl , aminoethyl , aminopropyl , amino 
butyl ), mono C<sub>l- 6</sub>alkyl amino (Such as 
example and methylamino , ethylamino , propyl amino , 
isopropyl amino , butyl amino ), di- C<sub>l- 6</sub>alkyl 
amino (Such as example and dimethylamino , diethyl amino , 
dipropyl amino , dibutyl amino , ethyl methylamino ), mono 
C<sub>l- 6</sub>alkyl amino -C<sub>l- 6</sub>alkyl 
(Such as example and methylamino methyl , ethylamino 
methyl , propyl aminomethyl , isopropyl aminoethyl , butyl 
aminoethyl ), the di- C<sub>l- 6</sub>alkyl amino 
-C<sub>l- 6</sub>alkyl (Such as example and 
dimethylamino methyl , diethyl aminomethyl , dipropyl 
aminomethyl , diisopropyl aminoethyl , dibutyl aminoethyl ), 
you can list optionally substituted 5 to 7 member saturated 
ring amino , optionally substituted 5 to 7 member 
nonaromatic heterocyclic group , acyl , acyl amino , acyloxy , 
aromatic heterocycle - C<sub>l- 6</sub>alkoxy etc. 

Above-mentioned substituent , 1 to 5 , preferably 1 through 3 
it is possible to the substitutable position of cyclic group to 
have possessed "cyclic group " which is shown with the 
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BUBBrth*P+v-C,.6 7;U+;UJ. r:^;U7tf4i/ 

li>fII2r/NP'y*:/<b$tLTL>tt,J:L^ C,^7^U 
^;i/jlCif3lti) c,^7;u=^;uA<^if b^li>. 
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Ar<sup>l</sup>. 

In addition, when number of substituents is 2 or more , each 
substituent may be being thesame, differing. 

[0020] 

In addition, when "cyclic group " which is shown with 
Ar<sup>l</sup> is nonaromatic ring hydrocarbon group or 
nonaromatic heterocyclic group , optionally substituted 
C<sub>6-14</sub>aryl , optionally substituted 5 or 10 
-member heteroaromatic group etc it is possible to have 
possessed said "cyclic group ", as substituent . 

Here, in later mentioned "optionally substituted 5 to 7 
member saturated ring amino ", "optionally substituted 
C<sub>6-14</sub>aryl " and "optionally substituted 5 or 10 
-member heteroaromatic group " as, you can list thosewhich it 
illustrates "substituent " as. 

number of substituents is for example 1 through 3 . 

In addition, when number of substituents is 2 or more., each 
substituent may be being thesame, differing. 

[0021] 

Description above "halogenation C<sub>l- 6</sub>alkyl 
which is possible to be done" as, for example 1 to 5 , you can 
list C<sub>l- 6</sub>alkyl (Such as example and methyl , 
ethyl , propyl , isopropyl , butyl , isobutyl , s-butyl , t- butyl , 
pentyl , hexyl ) the preferably 1 through 3 has been allowed to 
have possessed halogen atom (Such as example and fluorine , 
chlorine , bromine , iodine ). 

As embodiment , you can list methyl , chloromethyl , 
difluoromethyl , trichloromethyl , trifluoromethyl , ethyl , 2- 
bromoethyl , 2, 2, 2- trifluoroethyl , pentafluoroethyl , propyl , 
3, 3, 3- trifluoropropyl , isopropyl , butyl , 4, 4, 4- trifluoro 
butyl , isobutyl , s-butyl , t- butyl , pentyl , isopentyl , 
neopentyl , 5, 5, 5-trifluoro pentyl , hexyl , 6, 6, 6-trifluoro 
hexyl etc. 



In description above "hydroxy -C<sub>l- 6</sub>alkyl ", 
"carboxy -C<sub>l- 6</sub>alkyl " and "C<sub>l- 
6</sub>alkoxy -carbonyl -C<sub>l- 6</sub>alkyl as 
C<sub>l- 6</sub>alkyl , you can list the C<sub>l- 
6</sub>alkyl in aforementioned "halogenation C<sub>l- 
6</sub>alkyl which is possible to be done". 

In addition, you can list for example methoxy , ethoxy , 
propoxy , butoxy , pentyloxy etc as C<sub>l- 6<;/sub>alkoxy 
in "C<sub>l- 6</sub>alkoxy -carbonyl -C<sub>l- 
6</sub>alkyl ". 
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M:WmtLXlt. iz-J^n^fae^. i/':7a^^;u. 
i/^p^>T;u, i^^P^+i/^l/s 4,4-v'^PPv 
^P'Ndri'-'l'. 2,2,3,3-7'K77;U:l-PV'j7P^> 

^ ;u , 4-'5' p p V ^ p v^u^cif If e>*t 

So 

[0023] 

frfiBr/Npy'Xb^Fti.TL^-c^t.fcL^ c,^t;u3^ 

i/jtLTIi. 1 ^j:L^L 5 m. »*L<I* 1 

^>^;u;l-+e/<i:tyj:if3!)<^lf 

h^v. h'J7Jl/:i-P>h=iP'>s xh+i/. 2,2,2-h'J 
:7;u;J-pxh+i>. ^P^^Vs >rv:^P7K=>Fi'. 
3f |.:^pi^, 4,4,4-h'J:7-'l/5j-P^h+Vs 'TV^^h^F 

[0024] 

BiilBr/\p^*>^b$*trt^TtckL^c,.67;i/^;u 
1 ^fi^L 3 ^KD/Npy^H^'C^iJ. JS*. 

+;i/^:i-(0iK x^;u^:4-, ^Pt°;u 

-fvi^pe^u^:*-. ■^^Ji'f-t. sec-:?5^;U 

h'j:7;u:d-py^;i'5^:i-sX^;u^ 
4,4,4-K'j:'iU^P3^^>'i'^*. 

[0025] 

B^II^^Mgl»^*Ltl^Tt.>:^^ C7.,9 T7;U+ 
;UjlrJbMtSrC7.i9 T7;U+^UJ<tLTI*s ffflx. 

y^'^U, 2,2-i/7x-;ux^;i., 3.yi:-)\,zfa\d 



[0022] 

Description above "halogenation C<sub>3- 
6</sub>cycloalkyl which is possible to be done" as, for 
example 1 to 5 , you can list C<sub>3- 6</sub>cycloalkyl 
(Such as example and cyclopropyl , cyclobutyl , cyclopentyl , 
cyclohexyl ) etc the preferably 1 through 3 has been allowed 
to have possessed halogen atom (Such as example and 
fluorine , chlorine , bromine , iodine ). 

As embodiment , you can list cyclopropyl , cyclobutyl , 
cyclopentyl , cyclohexyl , 4, 4- dichloro cyclohexyl , 2, 2, 3, 
3- tetrafluoro cyclopentyl , 4- cbloro cyclohexyl etc. 



[0023] 

Description above "halogenation C<sub>l- 6</sub>alkoxy 
which is possible to be done" as, for example 1 to 5 , you can 
list C<sub>l- 6</sub>alkoxy (Such as example and methoxy , 
ethoxy , propoxy , butoxy , pentyloxy ) etc the preferably 1 
through 3 has been allowed to have possessed halogen atom 
(Such as example and fluorine , chlorine , bromine , iodine ). 

As embodiment , you can list for example methoxy , difluoro 
methoxy , trifluoromethoxy , ethoxy , 2, 2, 2- trifluoro 
ethoxy , propoxy , isopropoxy , butoxy , 4, 4, 4- trifluoro 
butoxy , isobutoxy , s -butoxy , pentyloxy , hexyloxy etc. 



[0024] 

Description above "halogenation C<sub>l- 6</sub>alkyl thio 
which is possible to be done" as, for example 1 to 5 , you can 
list C<sub>l- 6</sub>alkyl thio (Such as example and 
methylthio , ethyl thio , propyl thio , isopropyl thio , butyl 
thio , s-butyl thio , t- butyl thio ) etc the preferably 1 through 
3 has been allowed to have possessed halogen atom (Such as 
example and fluorine , chlorine , bromine , iodine ). 

As embodiment , you can list for example methylthio , 
difluoromethyl thio , trifluoromethyl thio , ethyl thio , propyl 
thio , isopropyl thio , butyl thio , 4, 4, 4- trifluoro butyl thio , 
pentyl thio , hexylthio etc. 

[0025] 

In aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl ", you can list for example benzyl , 
phenethyl , diphenylmethyl , triphenyl methyl , 1- naphthyl 
methyl , 2- naphthyl methyl , 2, 2- biphenyl ethyl , 3- phenyl 
propyl , 4- phenyl butyl , 5-phenyl pentyl etc 
"C<sub>7-19</sub>aralkyl " as. 



Page 44 Paterra® InstantMT® Machine Translation (U.S. PaL Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 

[0026] 
if). 

C,.j 7;U^U>i^:*-4*>«5«. ^5^U>i>:i-+->, 



tKP^^i/. 

;u75/. 7^pe;u75/, 'rv:^Ptf ;u75/> 
f-;u75>'ni:f). 

5^;u75>'. i;:^pe;u75^. v:?^;u75y. x 
^;u;«f^;u75/<fif). 

75AC,.6 7;U4r;K<5ll> 75/p'^;i', 75yx^ 

^u, 75/-^Ptf 75/:?^;u^ci:*), 

^y-c,.6 7;u^;u75AC,.6 7;i/+;u«5il, 
;u75/^5^;u. x^;u75>'y^;Us :^Pt?;u7 
■i'v::^Ptf;u75>'x5^;u. :f^;i/75 
yx^yu^cif). i?-c,< 7;u4^;u75y-c,^ 7;u 
=^;u(l5!l, i;y^;u75y>f^;u, i?x^;u75/^ 
^ji/. v:^peju75/^5^;u. v-f v:^pe;u7 
syx^ju, i;:?^;u75yx5^;u^i:t'), /-t^^us 

*^U7t?4r'>, i3)l/^=E^}\^. =f-tii)\yt^=^^ 
/^P'y><b^tlTl^TtcfeL^ Ce TJ\^^)\^- 

c,.6 7;u=i^v-*;un?-;K<5i). >h 

'yij)\,ffs-)\,^ tert--^h4^v*;U;t?-;i/'Si:(t*). 

AC,.6 7;u^;u-*;u/^^-<;k^]s ;<^;u*;u/^ 
^-<;u, x^^u^^U/^^-f ;u^i:i:). i;-C,^ 7;U 



2002-1-9 

benzyl etc is desirable even among them. 
[0026] 

In aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "substituent " as, 

for example 

halogen atom (Such as example and fluorine , chlorine , 
bromine , iodine ), 

C<sub>l- 3</sub>alkylene dioxy (Such as example and 
methylene dioxy , ethylene dioxy ), 

nitro, 

cyano , 

halogenation C<sub>l- 6</sub>alkyl , which is possible to be 
done 

halogenation C<sub>3- 6</sub>cycloalkyl , which is possible 
to be done 

halogenation C<sub>l- 6</sub>alkoxy , which is possible to 
be done 

halogenation C<sub>l- 6</sub>alkyl thio , which is possible 
to be done 

hydroxy , 

amino , 

mono C<sub>I- 6</sub>alkyl amino (Such as example and 
methylamino , ethylamino , propyl amino , isopropyl amino , 
butyl amino ), 

di- C<sub>l- 6</sub>alkyl amino (Such as example and 
dimethylamino , diethyl amino , dipropyl amino , dibutyl 
amino , ethyl methylamino ), 

amino -C<sub>l- 6</sub>alkyl (Such as example and 
aminomethyl , aminoethyl , aminopropyl , amino butyl ), 

mono C<sub>l- 6</sub>alkyl amino -C<sub>l- 6</sub>alkyl 
(Such as example and methylamino methyl , ethylamino 
methyl , propyl aminomethyl , isopropyl aminoethyl , butyl 
aminoethyl ), di- C<sub>l- 6</sub>alkyl amino -C<sub>l- 
6</sub>alkyl (Such as example and dimethylamino methyl , 
diethyl aminomethyl , dipropyl aminomethyl , diisopropyl 
aminoethyl , dibutyl aminoethyl ), C<sub>l- 6</sub>alkyl 
-carbonyl , C<sub>l- 6</sub>alkoxy -carbonyl which 
formyl , carboxy , carbamoyl , thio carbamoyl , halogenation 
is possible tobe done (Such as example and 
methoxycarbonyl , ethoxy carbonyl , propoxy carbonyl , t- 
butoxy carbonyl ), mono C<sub>l- 6</sub>alkyl -carbamoyl 
(Such as example and methyl carbamoyl , ethyl carbamoyl ), 
di- C<sub>l- 6</sub>alkyl -carbamoyl (Such as example and 
dimethyl carbamoyl , diethyl carbamoyl , ethyl methyl 
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carbamoyl ), C<sub>l- 6</sub>alkyl sulfonyl , formyl 
amino , halogenation which halogenation ispossible to be 
done C<sub>l- 6</sub>alkyl -carboxamide , C<sub>l- 
6</sub>alkoxy -carboxamide which is possible to be done 
(Such as example and methoxy carboxamide , ethoxy 
carboxamide , propoxy carboxamide , butoxy carboxamide ), 
the C<sub>l- 6</sub>alkyl sulfonyl amino (Such as example 
and methyl sulfonyl amino , ethyl sulfonyl amino ), C<sub>l- 
6</sub>alkyl -carbonyl oxy (Such as example and acetoxy , 
propanoyl oxy ), C<sub>l- 6</sub>alkoxy -carbonyl oxy 
(Such as example and methoxycarbonyl oxy , ethoxy carbonyl 
oxy , propoxy carbonyl oxy , butoxy carbonyl oxy ), mono 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and methyl carbamoyl oxy , ethyl carbamoyl oxy ), you can 
list the di- C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as 
example and dimethyl carbamoyl oxy . diethyl carbamoyl 
oxy ) etc. 



number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,difFering. 

[0027] 

Here, in respective aforementioned "optionally substituted 
ring condition basis", "halogenation C<sub>l- 6</sub>alkyl 
which is possible to be done", "halogenation C<sub>3- 
6</sub>cycloalkyl which is possible to be done", 
"halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done", "halogenation C<sub>l- 6</sub>alkyl thio which is 
possible to be done" as, it canuse those which it illustrated 
"substituent " as. 

[0028] 

Description above "halogenation C<sub>l- 6</sub>alkyl 
-carbonyl which is possible to be done" as, for example 1 to 
5 , you can list C<sub>l- 6</sub>alkyl -carbonyl (Such as 
example and acetyl , propanoyl , butanoyl , pentanoyl , 
hexanoyl ) etc the preferably I through 3 has been allowed to 
have possessed halogen atom (Such as example and fluorine , 
chlorine , bromine , iodine ). 

As embodiment , you can list for example acetyl , monochloro 
acetyl , trifluoroacetyl , trichloroacetyl , propanoyl , butanoyl , 
pentanoyl , hexanoyl etc. 

[0029] 

Description above "halogenation C<sub>l- 6</sub>alkyl 
sulfonyl which is possible to be done" as, for example 1 to 5 , 
you can list C<sub>l- 6</sub>alkyl sulfonyl (Such as 
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example and methyl sulfonyl , ethyl sulfonyl , propyl 
sulfonyl , isopropyl sulfonyl , butyl sulfonyl , s-butyl 
sulfonyl , t- butyl sulfonyl ) etc the preferably 1 through 3 has 
been allowed to have possessed halogen atom (Such as 
example and fluorine , chlorine , bromine , iodine ). 

As embodiment , you can list for example methyl sulfonyl , 
difluoromethyl sulfonyl , trifluoromethyl sulfonyl , ethyl 
sulfonyl , propyl sulfonyl , isopropyl sulfonyl , butyl 
sulfonyl , 4, 4, 4- trifluoro butyl sulfonyl , pentyl sulfonyl , 
hexyl sulfonyl etc. 



[0030] 

Description above "halogenation C<sub>l- 6</sub>alkyl 
-carboxamide which is possible to be done" as, for example 1 
to 5 , you can list C<sub>l- 6</sub>alkyl -carboxamide 
(Such as example and acetamide , propane amide , butane 
amide ) etc the preferably 1 through 3 has been allowed to 
have possessed halogen atom (Such as example and fluorine , 
chlorine , bromine , iodine ). 

As embodiment , you can list for example acetamide , 
trifluoro acetamide , propane amide , butane amide etc, 

[0031] 

In aforementioned "optionally substituted 
C<sub>6-14</sub>aryloxy you can list for example phenyl 
oxy , 1- naphthyloxy , 2- naphthyloxy etc 
"C<sub>6-14</sub>aryloxy " as. 

In aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyloxy you can list for example 
benzyloxy , phenethyl oxy , diphenylmethyl oxy , triphenyl 
methyl oxy , 1- naphthyl methyl oxy , 2- naphthyl methyl 
oxy , 2, 2- biphenyl ethyl oxy , 3- phenyl propyl oxy , 4- 
phenyl butyl oxy , 5-phenyl pentyloxy etc 
"C<sub>7- 1 9</sub>aralky loxy " as. 

[0032] 

In aforementioned "optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl you can list for example 
phenyl carbamoyl , 1- naphthyl carbamoyl , 2- naphthyl 
carbamoyl etc "C<sub>6-14</sub>aryl -carbamoyl " as. 

said "optionally substituted C<sub>6-14</sub>aryloxy ", 
"optionally substituted C<sub>7-19</sub>aralkyloxy in 
"optionally substituted C<sub>6-14</sub>aryl -carbamoyl ", 
in aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "substituent " as, it canuse those 
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1 tjii\t 3 mvhho 

[0033] 

lillSrMjll*^ ^LTl^rtcl:L^ 5 Jtfl^L 7 MIS 
'f;U^i:i:A<^lfe)*i'i.. 

ISrS^S^ ^LTL^-Ct J:t^ 5 ^fL^L 7 MlSfa 

Ci.6 7;UdF^I/X;i/7^-;U. ^LTL^T 
J:L^ 5 ^fl^L 10 ft^^JSItmS*. 5 ^^l^L 8 

1 J&L^L 3 ®-C-feSo 
[0034] 

ra^S^^LTlNT*,d:l^ C7.19 77;U 

^i.7t?=.;uj,r/\ay>^b$*v'CL^-c*,<fet^c,.6T 
;u+;ux;i/7t^-;ujtL-ci*. IHiarmjliS^^ 

L■Cl^Tt<fe^^ C7.i9 77JU^^l'Jl-*5lti)rttSl 
[0035] 

2-l-7f^;Us 2-^" 2-7 



which it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

In addition, when number of substituents is 2 or more , each 
substituent may be being thesame, differing. 

[0033] 

In aforementioned "optionally substituted 5 to 7 member 
saturated ring amino ", you can list for example morpholino , 
thiomorpholino , piperazine -1- yl , piperidino , pyrrolidine 
-1- yl etc "5 to 7 member saturated ring amino " as. 

benzene ring it is possible to condense said "5 to 7 member 
saturated ring amino ". 

In said "optionally substituted 5 to 7 member saturated ring 
amino ", C<sub>l- 6</sub>alkyl , halogenation which for 
example oxo , halogenation is possible to be done the 
C<sub>l- 6</sub>alkyl -carbonyl , halogenation which is 
possible to be done C<sub>l- 6</sub>alkyl sulfonyl , 
optionally substituted C<sub>6-14</sub>aryl , optionally 
substihitedC<sub>7-19</sub>aralkyl , optionally substituted 
C<sub>6-14</sub>aryl -carbonyl , optionally substituted 5 
which is possible to bedone or 10 -member heteroaromatic 
group , 5 or 8 -member you can list monocyclic nonaromatic 
heterocyclic group (Such as example and piperidino , 
piperazinyl , pyrrolidinyl , dihydro pyridyl ) etc "substituent " 
as. 

number of substituents is, for example 1 to 5 , preferably 1 

through 3 . 

In addition, when number of substituents is 2 or more , each 
substituent may be being thesame, differing. 

[0034] 

Here, in respective aforementioned "optionally substituted 
ring condition basis", "halogenation C<sub>l- 6</sub>alkyl 
which is possible to be done", "optionally substituted 
C<sub>7-19</sub>aralkyl " as, it can use thosewhich it 
illustrated "substituent " as. 

"halogenation C<sub>l- 6</sub>alkyl -carbonyl which is 
possible to be done" "halogenation C<sub>l- 6</sub>alkyl 
sulfonyl which is possible to be done" As, in aforementioned 
"optionally substituted C<sub>7-19</sub>aralkyl ", it can use 
those which itillustrated "substituent " as. 

[0035] 

In "optionally substituted C<sub>6-14</sub>aryl ", you can 
list for example phenyl , 1- naphthyl , 2- naphthyl , 2- 
indenyl , 2- anthiyl etc "C<sub>6-14</sub>aryl " as. 
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7K-;i'ji-fcit'5>rc6-i4 yj-ji^-iiJiTf^-Jiit 
mm^&^^Lxi^xt^i^ c^u 7'j-;u-* 

;u;|5-;Uj|cJjlt-5ragiSj<!:LT(i. fllEra 
m^i^LXl^Xt^l^ C7.19 T^VU^-'l'Jl^fc 

xib^xiimu-oxi^xt^i^ 

[0037] 

raj^S^^L-CL^rtJ:l^ 5 nct^U 10 
PlS^-^^t? 5 Jii:i>L 10 g(D(m9sC*fcl* 2 

■CT^If , 2-*/ili 3-5^X-;U;2-,3- 
4-e'ji^;u;2-*fcii 3-:7'j;U;2-,4-$fcl± 

5- ^7yU;i';2-,4-^fcl*5-:l-^-9-\/'J;U;l-,3-* 

4-e^V''J^U;2-e7V-;U;2-,4-$fcl* 5-^ 
'J5v^;U;l-,2-*fcli 3-en'j;U;l-,2-*fcl* 4- 

'f5^<'^/'j;u;3-^fci* 4-egyi;-;u;3--rv^7 

- ;U -5- ;1,2,4- + -y- i> 7 ^ - -/U -3- 
;U;2-,3-,4-,5-^fcl*8-4->"J;i/;l-,3-.4-,5-,6-,7-^ 
fcli 8--l'V+>"J;i';l-,2-.3-,4-,5-,6-*fcli 7-f> 
h*'j;U;l-,2-,4-*fcl* 5-'fV-f>h*U^U;l-,5-^(i 

6- 7^i7V-;U;2-,3-^fcli 5-^/4+>-'J- 
;U;2-,3-,4-,5-^fcl* 6-'<>'/77-;U;2-.4-,5-^ 

6-'<>y^7l/'J ;U; l-,2-,4-,5-*fcli e-'O 
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phenyl etc is desirable even among them. 

In said "optionally substituted C<sub>6-14</sub>aryl in 
aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "substituent " as, it can use 
thosewhich it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0036] 

In "optionally substituted C<sub>6-14</sub>aryl -carbonyl ", 
you can list for example benzoyl , 1- naphthoyl , 2- naphthoyl 
etc "C<sub>6-14</sub>aryl -carbonyl " as. 

In said "optionally substituted C<sub>6-14</sub>aryl 

-carbonyl ", in aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "substituent " as, it can use 
thosewhich it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,difrering. 

[0037] 

In "optionally substituted 5 or 10 -member heteroaromatic 
group ", 1 or 2 kind which other than for example carbon 
atom is chosen from the nitrogen atom , sulfur atom and 
oxygen atom "5 or 10 -member heteroaromatic group " as, 5 
or 10 -member where preferably , I to 4 includes the 
heteroatom you can list (monocyclic or 2 rings systems) 
heteroaromatic group . 

Concrete, for example 2- or 3 -thienyl ;2- , 3- or 4 -pyridyl ;2- 
or 3 -furil ;2- , 4- or 5 -thiazolyl ;2- , 4- or 5 -oxazolyl ; 1- , 3- 
or 4-pyrazolyl ;2- pyrazinyl ;2- , 4- or 5 -pyrimidinyl ;1- , 2- 
or 3 -pyrrolyl ;1- , 2- or 4 -imidazolyl ;3- or 4 - pyridazinyl ;3- 
isothiazolyl ;3- isooxazolyl ;1, 2, 4- oxadiazole -5-yl ;1, 2, 4- 
oxadiazole -3- yl ;2- , 3- , 4- , 5- or 8 -quinolyl ;1- , 3- , 4- , 5-, 
6-, 7- or 8 -isoquinolyl ;1- , 2- , 3- , 4- , 5-, 6- or 7 
-indolyl ;1- , 2- , 4- or 5 -iso indolyl ;1- , 5- * you canlist 6 
-phthalazinyl ;2- , 3- or 5 -quinoxalinyl ;2- , 3- , 4- , 5- or 6 
-benzofuranyl ;2- , 4- , 5- or 6 -benzo thiazolyl ;1- , 2- , 4- , 5- 
or 6 -benzimidazolyl etc. 
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[0038] 

ISrMg4S$^L-Ct^T=t»J:l<^ 5 Ul^L 10 

SSlS^WLTl^rtcfcL^ C7.,9 7 
=7)\,^)\^t^'y. 75>'. 75>'-C,^ 7;U+;U 
(^5lJ. 75>';<^;U. 75>'X^;U. 7S/7^Pt°;L's 
75y:^^;i'':fi:). ^ AC,.6 7;U+>'U7£^(<5>J. 
/5^;U75/, x^;u75/. :^ne;i/75/. 'Cv 
3^pe;u75/. ::^^;u75y^i:i:)s v-c,^ 7;u 

^;U75/(0ik v^^;U7£>'> vx^;i/75/s 

i;::fpe;u75/. v:?^;i'75>'. x^;i/y^;i/ 
T^yUE). ^/-Ci-t 7;u+;1'75/-Cm 7;u^ 
>^;u75>'y^;u, x^;u7S>'/^>i/. 
•^ptr;u75>'/5^Ji'. -i'v:^ptf;u75>'x^ 
:?5^;u75>'x^;i.Jti:i:), i;-c,.6 7;u^>U7 
5AC,.6 7;I/^;K«'J^ i?>5^^7S>'P«^^U. 

x^;u75yj>«^;u. v:^Ptf ;u75/;>«^JUs 
'fv:^pe;u75yx^ju, i;^^;i/75/x5^;u 

JJcif), 5<i:LxL7ftiaWS4^75y. 7v;u. 7i/ 
;i/75y, 7i/;u:i-4i/^i:i:*<^lf bH*, 

SltiScDiai*. iJilxli 1 JtfL^L 5 11. iff *L<I± 
1 jStL^L 3 litfci). 

[0039] 

^C-C\ ^/^py•>^k$tlTl^Tt<l:l^ C,.6 7;U 
4r;Uj, r/\P^*Mk**L-CLx-CtJ:L^ Cj^*>^P 
7;i/^;UJ. ^/\P<;^r/^b^*^■Ct^"Ct«fet^C,^7 

;u=i^<>j, r/Npy>ib$^TL^rt<fci^ c,.67 

77;U^;U J. rfi^iS^LTL^Ttcfct^ C6.,4 
C7 ,9 77-il'^-'l'5i-^*>ji:LTI*. -ttv-ftifliiiB 



[0038] 

In said "optionally substituted 5 or 10 -member 
heteroaromatic group ", for example halogen atom (Such as 
example and fluorine , chlorine , bromine , iodine ), C<sub>l- 
3</sub>alkyIene dioxy (Such as example and methylene 
dioxy , ethylene dioxy ), C<sub>l- 6</sub>alkyl , 
C<sub>6-14</sub>aryloxy -C<sub>l- 6</sub>alkyl which 
nitro , cyano , halogenation is possible to be done (Such as 
example and phenoxy methyl ), C<sub>l- 6</sub>alkyl 
-C<sub>6-14</sub>aryl -C<sub>2- 6</sub>alkenyl (Such as 
example and methylphenyl ethenyl ), C<sub>3- 
6</sub>cycloalkyl , halogenation which halogenation 
ispossible to be done C<sub>l- 6</sub>alkoxy , halogenation 
which is possible to be done C<sub>l- 6</sub>alkyl thio , 
optionally substituted C<sub>7-19</sub>aralkyl , hydroxy , 
optionally substituted C<sub>6-l4</sub>aryloxy , optionally 
substituted C<sub>7-19</sub>aralkyloxy , amino , amino 
-C<sub>l- 6</sub>alkyl which is possible to be done (Such 
as example and aminomethyl , aminoethyl , aminopropyl , 
amino butyl ), mono C<sub>l- 6</sub>alkyl amino (Such as 
example and methylamino , ethylamino , propyl amino , 
isopropyl amino , butyl amino ), di- C<sub>l- 6</sub>alkyl 
amino (Such as example and dimethylamino , diethyl amino , 
dipropyl amino , dibutyl amino , ethyl methylamino ), mono 
C<sub>l- 6</sub>alkyl amino -C<sub>l- 6</sub>alkyl 
(Such as example and methylamino methyl , ethylamino 
methyl , propyl aminomethyl , isopropyl aminoethyl , butyl 
aminoethyl ), di- C<sub>l- 6</sub>aIkyl amino -C<sub>l- 
6</sub>alkyl (Such as example and dimethylamino methyl , 
diethyl aminomethyl , dipropyl aminomethyl , diisopropyl 
aminoethyl , dibutyl aminoethyl ), you can list 5 to 7 member 
saturated ring amino , acyl , acyl amino , acyloxy etc 
"substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same.differing. 

[0039] 

Here, in respective aforementioned "optionally substituted 
ring condition basis", "halogenation C<sub>l- 6</sub>alkyl 
which is possible to be done", "halogenation C<sub>3- 
6</sub>cycloalkyl which is possible to be done", 
"halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done", "halogenation C<sub>l- 6</sub>alkyl thio which is 
possible to be done", "optionally substituted 
C<sub>7-19</sub>aralkyl ", "optionally substituted 
C<sub>6-14</sub>aryloxy ", "optionally substituted 
C<sub>7-19</sub>aralkyloxy "as, it can use those which it 

;n,._< »-j n — * n „ 



Page 50 Pateira® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat Pending Ser. No. 10/367,296) 



JP2002003370A 



a«Sflistt75yjiciiL. rs ^j:L^L 7 Mfi&as 

[0040] 

Bflt2r7v;UjtLT(±. m^\ts S:-C0-R\ 
-C0-0R\ -C0-NR^R\ -CS-NR^R\ -SOz-R^' . 
-SO-R'\ .PO(-OR^)-OR' *fcl±-P02-R^'CiC 
4^.R^ li(i)7K*)^^^.(ii)S^S^^LTl^Tt 
cfcl^K^bTK^ft. *fcl*(iii) ai^S^^^LTl^ 
Tt,c):t^1tm^S;R'M*(i) M^^^S^^LTl^T 

l^Ttci:l^^tm^S;R' (*7K^ll^*fcl* C,.6 
7^U^;U^7kL;R' <t R' t\tmi^^^nU=i- 



[0041] 

R^^fcli R^"T'5^**LS^gg|«^:^LrL^Tt 

cfel^^^b7K««Jl^Jsl+^^^^b7Kft»J^:Lr 

7JU^-;u. 7;u^-;u. v<7P7;u+ 
7U-;i/. 77;i/^;Ki:i:yci:i:*<^lf b^x 

a) Ci.6 7;u+;u(i5iJ^(S. x5^;u. :?pe 

b) C2.6 7;u^::^>K0>J^ii. t-^u. 7U;u. -fv 

c) C2.6 7;u+-;u(0>J^(f . 3f P/^^U 

d) C3.6 iyO^T)\^^)H^\^^ts v^?P:/Plf 

i>/7P:^5^;u. i/^p^>5=-;u. e/<7P^:^ri/;i/ 
^fif). ISC3.6 v^p7;u^;k*. 1 <iCD^>-lf> 

e) C6.,4 7'j-;u(^ji];ili.:7x-;u, i-:^:75^>u. 

»*L<li:7xii;U; 
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illustrated "substituent " as. 

"5 to 7 member saturated ring amino " As, it regards 
"optionally substituted 5 to 7 member saturated ring amino " 
which is a "substituent " in aforementioned "optionally 
substituted ring condition basis", itcan use those which it 
illustrated "5 to 7 member saturated ring amino " as. 

[0040] 

Description above "acyl " as, for example 
system:-C0-R<sup>3</sup>, -CO-OR<sup>3</sup>, 
-CO-NR<sup>3</sup>R<sup>4</sup>, -cs 
-NR<sup>3</sup>R<sup>4</sup>, 

-SO<sub>2</sub>-R<sup>3a</sup> , -S0-R<sup>3a</sup>, 
-PO (-0R<sup>3</sup> ) -0R<sup>4</sup> or 
-PO<sub>2</sub>-R<sup>3a</sup> youcan list acyl etc 
which is displayed with {In Formula, as for R<sup>3</sup> 
as for (i ) hydrogen atom , (ii ) optionally substituted 
hydrocarbon group , or (iii ) optionally substituted 
heterocyclic group ;R<sup>3a</sup> as for (i ) optionally 
substituted hydrocarbon group , or (ii ) optionally substituted 
heterocyclic group ;R<sup>4</sup> it shows hydrogen atom 
or the C<sul^l- 6</sub>alkyl and; R<sup>3</sup> and 
R<sup>4</sup> with nitrogen atom which is adjacent itis 
possible to form optionally substituted nitrogen-containing 
heterocycle }. 

[0041] 

In "optionally substituted hydrocarbon group " which is 
shown with R<sup>3</sup> or R<sup>3a</sup> you can list 
the for example linear or cyclic hydrocarbon group (Such as 
example and alkyl , alkenyl , alkynyl , cycloalkyl , aryl , 
aralkyl ) etc "hydrocarbon group " as. 

Like inside and below this carbon number 1 through 19 linear 
or cyclic hydrocarbon group etc is desirable. 

a) C<sub>l- 6</sub>alkyl (Such as for example methyl , 
ethyl , propyl , isopropyl , butyl , isobutyl , s-butyl , t- butyl , 
pentyl , hexyl ); 

b) C<sub>2- 6</sub>alkenyl (Such as for example vinyl , 
allyl , isopropenyl , 2- butenyl ); 

c) C<sub>2- 6</sub>alkynyl (Such as for example ethinyl , 
propargyl , 2- butinyl ); 

d) C<sub>3- 6</sub>cycloalkyl (Such as for example 
cyclopropyl , cyclobutyl , cyclopentyl , cyclohexyl ), benzene 
ring of 1 it is possible to condense said C<sub>3- 
6</sub>cycloalkyl ,; 

e) C<sub>6-14</sub>aryl (Such as for example phenyl , 1- 
naphthyl , 2- naphthyl , 2- indenyl , 2- anthryl ), preferably 
phenyl ; 
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f)C7.,9 7v)\^^)H^^lt. ^yiyJl's ^x:}'-^^ 

:7^;i/y^;i/. 2-:J-:75^;i/^^-'u. 2,2--:/7x-;i, 
x^'yu, 3-7x-;i/:^Ptf;Us A-ZPj:—)i'Z^^j\y. 

rj^<b7KmSjl*.»SL<i* c,.6 T-iu+^u, 

C6-,4 7'J-;Us C7-19 T'^^l'^^U'Si: T-fc^), 
[0042] 

a. 

-hP> 

;u75y. :^Pt°;u75>'. <v:^ntf ;u75/s-? 
T;i/75y^j:i:). 

i;-C,.6 7;U=5rJU7Sy«5iJs v;t5^;U75/> i?x 
5^;U75y. i?^Pe;U75/. i^:?5^;U75>'s x 

T;^>T;^75>'^i:if)» 

y^^'f;u./\P'!r><b^F*vTL^TtJ:l.^C,.67;U 
+;i/-*^U7t?-^l/s C,^ 7;i'P4r*>-*/l'7t?--'U 

JSif). aSlS^WLTL^rt 5 ^CL^L 10 

C5.M 7'J-;U-*;U7H->'l's S^ft^^LTl^T 
^,J:L^ C6.u7'J-;U:t4^v-:^-'L'7t?--'l'.SltS 
$^L■CL^•Ct>J:L^ C,.,, 77;U+^U:*-^*>-*^l' 
7t?-;U. S^SS^LTL^Tt J:L^ 5 JjCL^L 6 M 

«mS:^;u7t?-;u. ^ AC1.6 7-;u^-iu-*-'U/<^ 



f) C<sub>7-19</sub>aralkyl (Such as for example benzyl , 
phenethyl , diphenylmethyl , triphenyl methyl , 1- naphthyl 
methyl , 2- naphthyl methyl , 2, 2- biphenyl ethyl , 3- phenyl 
propyl , 4- phenyl butyl , 5-phenyl pentyl ), preferably 
benzyl . 

"hydrocarbon group " is preferably C<sub>l- 6</sub>alkyl , 
C<sub>6-14</sub>aryl , C<sub>7-19</sub>aralkyl etc. 

[0042] 

In "optionally substituted hydrocarbon group ", "substituent " 
as, 

for example 

halogen atom (Such as example and fluorine , chlorine , 
bromine , iodine ), 

C<sub>l- 3</sub>alkylene dioxy (Such as example and 
methylene dioxy , ethylene dioxy ), 

nitro , 

cyano , 

halogenation C<sub>l- 6</sub>alkoxy , which is possible to 
be done 

halogenation C<sub>l- 6</sub>alkyl thio , which is possible 
to be done 

hydroxy , 

amino , 

mono C<sub>l- 6</sub>alkyl amino (Such as example and 
methylamino , ethylamino , propyl amino , isopropyl amino , 
butyl amino ), 

di- C<sub>l- 6</sub>alkyl amino (Such as example and 
dimethylamino , diethyl amino , dipropyl amino , dibutyl 
amino , ethyl methylamino ), 

C<sub>l- 6</sub>alkyl -carbonyl , C<sub>l- 6</sub>alkoxy 
-carbonyl which formyl , carboxy , carbamoyl , thio 
carbamoyl , halogenation is possible to be done (Such as 
example and methoxycarbonyl , ethoxy carbonyl , propoxy 
carbonyl , t- butoxy carbonyl ), optionally substituted 5 or 
10-member heteroaromatic group , optionally substituted 
C<sub>6-14</sub>aryl -carbonyl , optionally substituted 
C<sub>6-14</sub>aryloxy -carbonyl , optionally substituted 
C<sub>7-19</sub>aralkyloxy -carbonyl , optionally 
substituted 5 or 6 members heterocycle carbonyl , mono 
C<sub>l- 6</sub>alkyl -carbamoyl (Such as example and 
methyl carbamoyl , ethyl carbamoyl ), di- C<sub>l- 
6</sub>alkyl -carbamoyl (Such as example and dimethyl 
carbamoyl , diethyl carbamoyl , ethyl methyl carbamoyl ), 
C<sub>l- 6</sub>alkyl sulfonyl , optionally substituted 
C<sub>6-14</sub>aryl sulfonyl , formyl amino , C<sub>l- 
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)\,7.)lt^=.)l. ag^e $^LrL^rt.J:^^ C6.m 

SlftSfl)Stl±, mii 1 Jil^L 5 m. ffSUI* 
1 ^fl^L 3 mX'S>ho 

[0043] 

zz-c\ r/\pyMb$^xTt^r=tJ:t^c,.67;u3 

ifi/j, ^/\Dy><b$4^TL^Tt«J:U^C,^7;^4^ 

^/^□'^f>^b*4^Tl^rtJ:L^ c,^ 7;u+;u-:ti 

S^S^WLTL^TtcJ:L^ C7.,9 77;i'+;UJI^fc 
[0044] 

BtItB^M^S^^LTL^Tt.^:t^ 5 Ul^t 10 M 

Cs-M 7'J--;u-*;u7H-;uji:Lrii. •t^if'ti 

fIfB^g^S^WLTL^Tt<^:t^ 5 tfl'^L 7 ftt& 
faS!K75yjlCfc(t'5rMj||SjtLT«!I^Lfc 

^S«ill$^Lrl^TtJ:l^C6.M7•J-;^:^-^*> 

.:ti;u;f?-;ujicfcit?)rc6.i4 7'J--'L':*-+v-* 
jU7t<-;ujtLTi*> ■I5ij^li7i-^u:i-4v*;u 

[0045] 



6</sub>alkyl -caibonyl oxy which optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl , optionally substituted 5 
or 6 members heterocycle carbamoyl , halogenation is 
possible to bedone (Such as example and acetoxy , propanoyl 
oxy ), optionally substituted C<sub>6-14</sub>aryl -carbonyl 
oxy , C<sub>l- 6</sub>alkoxy -caibonyl oxy (Such as 
example and methoxycarbonyl oxy , ethoxy carbonyl oxy , 
propoxy carbonyl oxy , butoxy carbonyl oxy ), mono 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and methyl carbamoyl oxy , ethyl carbamoyl oxy ), di- 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and dimethyl carbamoyl oxy , diethyl carbamoyl oxy ), you 
can list the optionally substituted C<sub>6-14</sub>aryl 
-carbamoyl oxy , nicotinoyi oxy etc. 



number of substituents is, for example 1 to 5 , preferably I 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0043] 

Here, m respective aforementioned "optionally substituted 
ring condition basis", "halogenation C<sub>l- 6</sub>alkoxy 
which is possible to be done", "halogenation C<sub>l- 
6</sub>allcyl thio which is possible to be done", "optionally 
substituted C<sub>6-14</sub>aryl -carbamoyl " as, it can 
usethose which it illustrated "substituent " as. 

"halogenation C<sub>l- 6</sub>alkyl -carbonyl which is 
possible to be done" "halogenation C<sub>l- 6</sub>alkyl 
sulfonyl which is possible to be done" As, in respective 
aforementioned "optionally substituted 
C<sub>7-l9</sub>aralkyl ", it can use those whichit 
illustrated "substituent " as. 

[0044] 

Description above "optionally substituted 5 or 10 -member 
heteroaromatic group ", "optionally substituted 
C<sub>6-l4</sub>aryl -carbonyl " as, in respective 
aforementioned "optionally substituted 5 to 7 member 
saturated ring amino ", itcan use those which it illustrated 
"substituent " as. 

In "optionally substituted C<sub>6-14</sub>aryloxy 
-carbonyl ", you can list for example phenyl oxycarbonyl , 1- 
naphthyloxy carbonyl , 2- naphthyloxy carbonyl etc 
"C<sub>6-14</sub>aiyloxy -carbonyl " as. 

[0045] 
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In "optionally substituted C<sub>7-19</sub>aralkyloxy 
-carbonyl ", you can list for example benzyloxycarbonyl , 
phenethyl oxycarbonyl , diphenylmethyl oxycarbonyl , 
triphenyl methyl oxycarbonyl , 1- naphthyl methyl 
oxycarbonyl , 2- naphthyl methyl oxycarbonyl , 2, 2- biphenyl 
ethyl oxycarbonyl , 3- phenyl propyl oxycarbonyl , 4- phenyl 
butyl oxycarbonyl , 5-phenyl pentyloxy carbonyl etc 
"C<sub>7-19</sub>aralkyloxy -carbonyl " as. 



In aforementioned "o"tionalW substituted 5 or 6 membere 
heterocycle carbonyl ", you can list for example nicotinoyl , 
isonicotinoyl , 2- thenoyl , 3- thenoyl , 2- furoyl , 3- furoyl , 
morpholino carbonyl , piperidinocarbonyl , pyrrolidine -I- 
ylcarbonyl etc "5 or 6 members heterocycle carbonyl " as. 



[0046] 

In aforementioned "optionally substituted 5 or 6 members 
heterocycle carbamoyl for example 
[moruhorinokarubamoniru ], you can list piperidino 
carbamoyl , 2- pyridyl carbamoyl , 3- pyridyl carbamoyl , 4- 
pyridyl carbamoyl , 2- thienyl carbamoyl , 3- thienyl 
carbamoyl etc "5 or 6 members heterocycle carbamoyl "as. 

In aforementioned "optionally substituted 
C<sub>6-14</sub>aryl sulfonyl you can hst for example 
phenyl sulfonyl , 1- naphthyl sulfonyl , 2- naphthyl sulfonyl 
etc "C<sub>6-14</sub>aryl sulfonyl " as. 

[0047] 

In aforementioned "optionally substituted 
C<sub>6-14</sub>aryl -carbonyl oxy ", you can list for 
example benzoyl oxy , 1- naphthoyl oxy , 2- n^hthoyl oxy 
etc "C<sub>6-14</sub>aiyl -carbonyl oxy " as. 

In aforementioned "optionally substituted 
C<sub>6-14</sub>atyl -carbamoyl oxy you can list for 
example phenyl carbamoyl oxy , naphthyl carbamoyl oxy etc 
"C<sub>6-I4</sub>aryl -carbamoyl oxy " as. 

[0048] 

Before you inscribed "optionally substituted 
C<sub>6-14</sub>aryloxy -carbonyl ", "optionally 
substituted C<sub>7-19</sub>aralkyloxy -carbonyl ", 
"optionally substituted 5 or 6 members heterocycle carbonyl 
", "optionally substituted 5 or 6 members heterocycle 
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carbamoyl ", "optionally substituted C<sub>6-14</sub>aryl 
sulfonyl "optionally substituted C<sub>6-14</sub>aryl 
-carbonyl oxy in "optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl oxy ", in 
theaforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "substituent " as, you can list 
those which it illustrated "substituent "as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0049] 

In "optionally substituted heterocyclic group " which is shown 
with R<sup>3</sup> or R<sup>3a</sup> 1 or 2 kindwhich 
other than for example carbon atom is chosen from nitrogen 
atom , sulfur atom and oxygen atom "heterocyclic group "as, 
You can list univalent group etc which it is possible 5 or 14 
member (monocycle , 2 rings or 3 rings systems) heterocycle , 
preferably (i ) aromatic heterocycle , to which 1 to 4 includes 
heteroatom (ii ) 5 or 10 -member nonaromatic heterocycle or 
(iii ) excluding hydrogen atom of 1 of option from 7 or 10 
-member heteroatom bridged ring . 

Here, you can list 5 or 14 members and preferably 5 or 10 
-member the aromatic heterocycle etc which include 
heteroatom one or more (for example 1 to 4 ) which other 
than for example carbon atom ischosen from nitrogen atom , 
sulfur atom and oxygen atom "aromatic heterocycle " as. 

Concretely, thiophene , furan , pyrrole , imidazole , pyrazole , 
thiazole , isothiazole , oxazole , isoxazole , pyridine , 
pyrazine , pyrimidine , pyridazine , 1, 2, 4- oxadiazole ,1,3, 
4- oxadiazole , 1, 2, 4- thiadiazole ,1,3,4- thiadiazole , 
flirazan , benzothiophene , benzofuran , benzimidazole , 
benzoxazole , benzothiazole , benzisothiazole , naphtho [2 
and 3 -b ] thiophene , phenoxathiin , indole , isoindole , 
IH-indazole , purine , 4H-quinolizine , isoquinoline , 
quinoline , phthalazine , naphthyridine , quinoxaline , 
quinazoline , cinnoline , carbazole , ;be -carboline , 
phenanthridine , acridine , phenazine phenothiazine , 
phenoxazine , phthalimide or other aromatic heterocycle , or 
tiiese ring (preferably monocycle ) condensing,one or more 
aromatic ring of (preferably 1 or 2 ) (Example and benzene 
ring etc) with you can list ring etc whichwas formed. 



[0050] 
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"5 or 10 -member nonaromatic heterocycle " As, for example 
2- or you can list 3 -pyrroline , pyrrolidine , 2- or 3 
-imidazoline , 2- oxazoline , oxazolidine , 2- or 3 -pyrazoline , 
pyrazolidine , 2- thiazoline , piperidine , piperazine , 
hexamethylene imine , morpholine , thiomorpholine etc. 



"7 or 10 -member heteroatom bridged ring " As, you can list 
for example quinuclidine , 7-azabicyclo [2.2 . 1] heptane etc. 

[0051] 

said "heterocyclic group 1 or 2 kind which other than 
preferably , carbon atom is chosen from nitrogen atom , sulfur 
atom and oxygen atom , 5 or 10 -member where preferably , 1 
to 4 includes the heteroatom is (monocyclic or 2 rings 
systems) heterocyclic group . 

Concrete, for example 2- or 3 -thienyl ;2- , 3- or 4 -pyridyl ;2- 
or 3 -fiiril ;2- , 4- or 5 -thiazolyl ;2- , 4- or 5 -oxazolyl ;1- 3- 
or 4-pyrazolyl ;2- pyrazinyl ;2- , 4- or 5 -pyrimidinyl ;1- , 2- 
or 3 -pyrrolyl ;1- , 2- or 4 -imidazolyl ;3- or 4 - pyridazinyl ;3- 
isothiazolyl ;3- isooxazolyl ;1, 2, 4- oxadiazole -5-yl ;1, 2, 4- 
oxadiazole -3- yl ;2- , 3- , 4- , 5- or 8 -quinolyl ;1- , 3- , 4- , 5-, 
6-, 7- or 8 -isoquinolyl ;1- , 2- , 3- , 4- , 5-, 6- or 7 
-indolyl ;1- , 2- , 4- or 5 -iso indolyl ;1- , 5- * you canlist 6 
-phthalazinyl ;2- , 3- or 5 -quinoxalinyl ;2- , 3- , 4- , 5- or 6 
-benzoftiranyl ;2- , 3- , 4- , 5- or 6 -benzo thienyl ;2- , 4- , 5- 
or 6 -benzo thiazolyl ;1- , 2- , 4- , 5- or 6-benzimidazolyl or 
other heteroaromatic group ;for example 1- , 2- or 3 
-pyrrolidiiiyl ;1- , 2- 4- or 5 -imidazolidinyl ;2- or 4 
-imidazolinyl ;2- , 3- or 4 -pyrazolidinyl ;piperidino ;2- , 3- or 
4 -bipyridyl ;1- or2 -piperazinyl ;morpholino or other 
nonaromatic heterocyclic group etc. 



[0052] 

In said "optionally substituted heterocyclic group in 
aforementioned "optionally substituted 5 or 10 -member 
heteroaromatic group "substituent " as, it can use 
thosewhich it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0053] 
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It is shown with R<sup>4</sup>, you can list for example 
methyl , ethyl , propyl , isopropyl , butyl , isobutyl , s-butyl , 
t- butyl , pentyl , hexyl etc "C<sub>l- 6</sub>alkyl " as. 

[0054] 

With nitrogen atom where R<sup>3</sup> and 
R<sup>4</sup> are adjacent in "optionally substituted 
nitrogen-containing heterocycle "which is formed, including 
nitrogen atom of at least one other than for example caibon 
atom "nitrogen-containing heterocycle " as, you can list 
nitrogen atom , sulfur atom and 1 through 3 which is chosen 
from the oxygen atom 5 to 7 member nitrogen-containing 
heterocycle etc may include heteroatom . 

said "nitrogen-containing heterocycle " is preferably , 
piperidine , morpholine , thiomorpholine , piperazine , 
pyrrolidine etc. 

In said "optionally substituted nitrogen-containing heterocycle 
", in aforementioned "optionally substituted 5 or 10 -member 
heteroaromatic group "substituent " as, it can use 
thosewhich it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0055] 

said "acyl ", C<sub>l- 6</sub>alkyl -carbonyl which 
preferably , formyl , carboxy , carbamoyl , halogenation is 
possible to be done (Such as example and acetyl ), the 
C<sub>l- 6</sub>alkoxy -carbonyl (Such as example and 
methoxycarbonyl , ethoxy carbonyl , propoxy carbonyl , t- 
butoxy carbonyl ), optionally substituted 
C<sub>6-14</sub>aryl -carbonyl (Such as example and 
benzoyl , 1- naphthoyl , 2- naphthoyl ), optionally substituted 
C<sub>6-14</sub>aryloxy -carbonyl (Such as example and 
phenyl oxy carbonyl , 1- naphthyloxy carbonyl , 2- 
naphthyloxy carbonyl ), optionally substituted 
C<sub>7-19</sub>aralkyloxy -carbonyl (Such as example 
and benzyloxycarbonyl , phenethyl oxycarbonyl ), optionally 
substituted 5 or 6 members heterocycle carbonyl (Such as 
example and nicotinoyl ), the mono C<sub>l- 6</sub>alkyl 
-carbamoyl (Such as example and methyl carbamoyl , ethyl 
carbamoyl ), di- C<sub>l- 6</sub>alkyl -carbamoyl (Such as 
example and dimethyl carbamoyl , diethyl carbamoyl , ethyl 
methyl carbamoyl ), optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl (Such as example and 
phenyl carbamoyl , 4- methoxyphenyl carbamoyl , 3, 4- 
dimethoxy phenyl carbamoyl ), optionally substituted 
aromatic heterocycle carbamoyl (Example, such as 2 
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-pyridinyl carbamoyl , 2- quinolinyl carbamoyl ), C<sub>l- 
6</sub>alkyl sulfonyl which halogenation is possible to be 
done (Such as example and methyl sulfonyl ), is optionally 
substituted C<sub>6-14</sub>aryl sulfonyl (Such as example 
and phenyl sulfonyl ) etc. 



[0056] 

Here, in respective aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "halogenation C<sub>l- 
6</sub>alkyl -carbonyl which is possible to be done", 
"halogenation C<sub>l- 6</sub>alkyl sulfonyl which is 
possible to be done" as, it can use thosewhich it illustrated 
"substituent " as. 

"optionally substituted C<sub>6-14</sub>aryl -carbonyl " 
As, in aforementioned "optionally substituted 5 to 7 member 
saturated ring amino ", it can use those which it 
illustrated"substituent " as. 

[0057] 

"optionally substituted C<sub>6-14</sub>aryloxy -carbonyl " 
"optionally substituted C<sub>7-19</sub>aralkyloxy 
-carbonyl " "optionally substituted 5 or 6 members 
heterocycle carbonyl " "optionally substituted aromatic 
heterocycle carbamoyl " "optionally substituted 
C<sub>6-14</sub>aryl sulfonyl " As, in respective 
aforementioned "optionally substituted hydrocarbon group ", 
it can usethose which it illustrated "substituent " as. 

"optionally substituted C<sub>6-14</sub>aryl -carbamoyl " 
As, in aforementioned "optionally substituted ring condition 
basis", it can use those which it illustrated"substituent " as. 

[0058] 

Description above "acyl amino " as, 1 or 2 you can list amino 
which issubstituted with for example aforementioned "acyl ", 
preferably , system:-NR<sup>5</sup>-COR<sup>6</sup>, 
-NR<sup>5</sup>-COOR<sup>6a</sup> , 
-NR<sup>5</sup>-SO<sub>2</sub>R<sup>6a</sup>, 
-NR<sup>5</sup>-CONR<sup>6a</sup>R<sup>6b</sup>, 
-PO (-0R<sup>5</sup> )-0R<sup>6</sup> or 
-PO<sub>2</sub>-R<sup>6</sup> you can list acyl amino 
etc which is displayed with {In Formula, as for 
R<sup>5</sup> as for hydrogen atom or C<sub>l- 
6</sub>alkyl ;R<sup>6</sup> samemeaning as 
aforementioned R<sup>3</sup>; as for R<sup>6a</sup> 
same meaningas aforementioned R<sup>3a</sup>; as for 
R<sup>6b</sup> same meaning as the R<sup>4</sup> it 
shows }. 
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It is shown with R<sup>5</sup>, it is shown with 

aforementioned R<sup>4</sup>,"C<sub>l- 6</sub>alkyl " 
as, "C<sub>l- 6</sub>alkyl " with you can list siniilar ones. 

[0059] 

said "acyl amino C<sub>l- 6</sub>alkyl -carboxamide 
which preferably , formyl amino , halogenation is possible to 
be done (Such as example and methyl carboxamide , 
trifluoromethyl carboxamide , isopropyl carboxamide ), the 
optionally substituted C<sub>6-14</sub>aryl -carboxamide 
(Such as example and phenyl carboxamide , 2- 
methoxyphenyl carboxamide , 4- methoxyphenyl 
carboxamide ), N- (optionally substituted 
C<sub>6-14</sub>aryl -carbonyl ) -N- C<sub>l- 
6</sub>alkyl amino (Such as example and N- 4- methoxy 
benzoyl -N- methylamino ), optionally substituted 
C<sub>7-19</sub>aralkyl -carboxamide (Such as example 
and benzyl carboxamide ), optionally substituted aromatic 
heterocycle -carboxamide (Such as example and 
benzothiophene -2- yl carboxamide ), the C<sub>l- 
6</sub>alkoxy -carboxamide which halogenation is possible 
to be done (Such as example and methoxy carboxamide , 
ethoxy carboxamide , propoxy carboxamide , butoxy 
carboxamide ), optionally substituted C<sub>6-14</sub>aryl 
amino carbonyl amino (Such as example and phenylamino 
carbonyl amino ), the C<sub>l- 6</sub>alkyl sulfonyl amino 
which halogenation is possible to be done (Such as example 
and methyl sulfonyl amino , trifluoromethyl sulfonyl amino , 
ethyl sulfonyl amino ), is optionally substituted 
C<sub>6-14</sub>aryl sulfonyl amino (Example, such as 4 
-methoxyphenyl sulfonyl amino ) etc. 

Here, "optionally substituted C<sub>6-14</sub>aryl 
-carboxamide "N- (optionally substituted 
C<sub>6-14</sub>aryl -carbonyl ) -N- C<sub>l- 
6</sub>alkyi amino "optionally substituted 
C<sub>7-19</sub>aralkyl -carboxamide ", "optionally 
substituted aromatic heterocycle -carboxamide "optionally 
substituted C<sub>6-14</sub>aryl amino carbonyl amino " 
and in "optionally substituted C<sub>6-14</sub>aryl sulfonyl 
amino ", in aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl ", "substituent "as, you can list 
those which it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0060] 

Description above "acyloxy " as, for example description 
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above "acyl " you can list the oxy which is substituted at 1, 
preferably , system: -0-C0R<sup>7</sup>, 
-0-C00R<sup>7</sup>, -0-C0NHR<sup>7</sup>, -PO 
(OH ) -0R<sup>7</sup> 

or-PO<sub>2</sub>-R<sup>7</sup> you can list acyloxy etc 
which is displayed with {In Formula, R<sup>7</sup> shows 
same meaning as aforementioned R<sup>3</sup> }. 

said "acyloxy ", C<sub>l- 6</sub>alkyl -carbonyl oxy which 
preferably , halogenation is possible to be done (Such as 
example and acetoxy , propanoyl oxy ), the optionally 
substituted C<sub>6-14</sub>aryl -carbonyl oxy (Such as 
example and benzoyl oxy , 4- methoxy benzoyl oxy ), 
C<sub>l- 6</sub>alkoxy -carbonyl oxy which halogenation 
is possible to be done (Such as example and methoxycarbonyl 
oxy , trifiuoromethoxy carbonyl oxy , ethoxy carbonyl oxy , 
propoxy carbonyl oxy , butoxy carbonyl oxy ), the mono 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and methyl carbamoyl oxy , ethyl carbamoyl oxy ), di- 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and dimethyl carbamoyl oxy , diethyl carbamoyl oxy ), 
optionally substituted C<sub>6-14</sub>aryl -carbamoyl oxy 
(Such as example and phenyl carbamoyl oxy , naphthyl 
carbamoyl oxy ), is nicotinoyl oxy etc. 



[0061] 

Furthermore, "optionally substituted C<sub>6-14</sub>aryl 
-carbonyl oxy in "optionally substituted 
C<sub>6-14</sub>aryl -carbamoyl oxy in aforementioned 
"optionally substituted C<sub>7- 1 9</sub>aralkyl ", 
"substituent " as, you canlist those which it illustrated 
"substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0062] 

It is a "substituent " in "optionally substituted ring condition 
basis" which is shown with Ar<sup>l</sup>, you can list the 
for example 4, 5-dihydro -1,3- oxazole -2- yl , 4, 5-dihydro 
-1,3- thiazole -2- yl , 4, 5-dihydro -lH-2- imidazolyl etc 
"optionally substituted 5 to 7 member nonaromatic 
heterocyclic group " as. 

In said "optionally substituted 5 to 7 member nonaromatic 
heterocyclic group ", in aforementioned "optionally 
substituted 5 to 7 member saturated ring amino ", "substituent 
" as, it can use thosewhich it illustrated "substituent " as. 
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It is a "substituent " in "optionally substituted ring condition 
basis" which is shown with Ar<sup>l</sup>, * * in 
theaforementioned "optionally substituted 5 or 10 -member 
heteroaromatic group "acyl "acyloxy "acyl amino " as, 
it can use those which itillustrated "substituent " as. 

It regards "aromatic heterocycle - C<sub>l- 6</sub>aIkoxy " 
which is a "substituent " in "optionally substituted ring 
condition basis" which is shown with the Ar<sup>l</sup>, 
"aromatic heterocycle " as, it illustrated as aforementioned 
R<sup>3</sup> you can listthose which. 

In addition, you can list for example methoxy , ethoxy , 
propoxy , butoxy , pentyloxy etc "C<sub>l- 6</sub>alkoxy " 
as. 

[0063] 

As for "substituent " in "optionally substituted ring condition 
basis" which is shown with Ar<sup>l</sup>, preferably , 
halogen atom (Such as preferably fluorine , chlorine , 
bromine ); 

nitro ; 

C<sub>l- 3</sub>alkylene dioxy (Such as preferably 
methylene dioxy ); 

halogenation C<sub>l- 6</sub>alkyl which is possible to be 
done (Such as preferably , methyl , ethyl , propyl , 
trifluoromethyl ); 

hydroxy -C<sub>l- 6</sub>alkyl (Such as preferably , 
hydroxymethyl ); 

halogenation C<sub>3- 6</sub>cycloalkyl which is possible 
to be done (Such as preferably , cyclohexyl ); 

halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done (Such as preferably , methoxy , ethoxy ); 

halogenation C<sub>l- 6</sub>allcyl thio which is possible to 
be done (Such as preferably , methylthio ); 

hydroxy ; 

C<sub>7-19</sub>aralkyloxy which is possible to have 
possessed substituent (preferably , halogen atom , 
halogenation C<sub>l- 6</sub>alkyl , halogenation which is 
possible to be done C<sub>l- 6</sub>alkoxy , halogenation 
which ispossible to be done 1 through 3 which is chosen from 
C<sub>l- 6</sub>alkyl thio etc whichis possible to be done) 
(Such as preferably benzyloxy , 4- methoxy benzyloxy , 3- 
methoxy benzyloxy , 4- fluoro benzyloxy , 4- methylthio 
benzyloxy , 4- ethyl benzyloxy ); 

C<sub>6-14</sub>aryloxy which is possible to have 
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possessed substituent (preferably , 1 through 3 halogeMtion 
C<sub>l- 6</sub>alkoxy which is possible to be done) (Such 
as preferably phenyl oxy , 4- methoxyphenyl oxy ); 

amino ; 

mono C<sub>l- 6</sub>alkyl amino (Such as preferably , 
methylamino ); 

di- C<sub>l- 6</sub>alkyl amino (Such as preferably , 
dimethylamino ); 

5 to 7 member saturated ring amino which are possible to 
have possessed substituent (preferably , 1 through 3 0x0 ), 
benzene ring to have condensed they are possible (Such as 
preferably 1. 3- di 0x0 -1. 3- dihydro -2H-isoindole -2- yl ); 

optionally substituted 5 to 7 member nonaromatic 
heterocyclic group (Such as preferably 4, 5-dihydro -1, 3- 
oxazole -2- yl ); 

formyl ; 

carboxy ; 

optionally substituted C<sub>6-14</sub>aryl -carbonyl (Such 
as preferably benzoyl ); 

C<sub>6-14</sub>aryl -carbamoyl which is possible to have 
possessed substituent (preferably , 1 through 3 halogenation 
C<sub>l- 6</sub>alkoxy which is possible to be done) (Such 
as preferably phenyl carbamoyl , 4- methoxyphenyl 
carbamoyl , 3, 4- dimethoxy phenyl carbamoyl ); 
optionally substituted aromatic heterocycle carbamoyl 
(Example, such as 2 -pyridinyl carbamoyl , 2- quinolinyl 
carbamoyl ); 

C<sub>l- 6</sub>alkoxy -carbonyl (Such as preferably , 
methoxycarbonyl , ethoxy carbonyl ); 
halogenation C<sub>l- 6</sub>alkyl -carboxamide which is 
possible to be done (Such as preferably methyl carboxamide , 
trifluoromethyl carboxamide , isopropyl carboxamide ); 

C<sub>6-14</sub>aryl -carboxamide which is possible to 
have possessed substituent (preferably , 1 through 3 
halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done) (Such as preferably phenyl carboxamide , 2- 
methoxyphenyl carboxamide , 4- methoxyphenyl 
carboxamide ); the optionally substituted 
C<sub>7-19</sub>aralkyl -carboxamide (Such as preferably 
benzyl carboxamide ); optionally substituted aromatic 
heterocycle -carboxamide (Such as preferably benzothiophene 
-2- yl carboxamide ); N- (C<sub>6-14</sub>aryl -carbonyl 
which is possible to have possessed substituent (preferably , 1 
through 3 halogenation C<sub>l- 6</sub>alkoxy which is 
possible to be done)) -N- C<sub>l- 6</sub>alkyl ammo 
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(Such as preferably N- 4- methoxy benzoyl -N- 
methylamino ); optionally substituted C<sub>6-14</sub>aryl 
amino carbonyl amino (Such as preferably phenylamino 
caibonyl amino ); the C<sub>6-14</sub>aiyl sulfonyl amino 
which is possible to have possessed substituent (preferably , 1 
through 3 halogenation C<sub>l- 6</sub>alkoxy which is 
possible to be done) (Such as preferably 4- methoxyphenyl 
sulfonyl amino ); C<sub>6-14</sub>aryl -carbonyl oxy 
which is possible to have possessed substituent (preferably , 1 
through 3 halogenation C<sub>l- 6</sub>alkoxy which is 
possible to be done) (Such as preferably 4- methoxy benzoyl 
oxy ); 0X0 ;carboxy -C<sub>l- 6</sub>alkyl (Such as 
preferably , carboxy ethyl ); the C<sub>l- 6</sub>alkoxy 
-carbonyl -C<sub>l- 6</sub>alkyl (Such as preferably , 
methoxycarbonyl methyl ); C<sub>7-19</sub>arallcyl which 
is possible to have possessed substituent (preferably , 1 
through 3 halogen atom )(Such as preferably benzyl , 2, 4- 
dichloro benzyl ); aromatic heterocycle - C<sub>l- 
6</sub>alkoxy (Such as preferably 2- quinolyl methoxy ); it 
is a cyano etc. 

When "cyclic group " in "optionally substituted ring condition 
basis" which is shown with Ar<sup>l</sup> is nonaromatic 
ring hydrocarbon group or nonaromatic heterocyclic group , it 
is used C<sub>6-14</sub>aryl which is possible to have 
possessed substituent (preferably , halogen atom , C<sub>l- 
3</sub>alkylene dioxy , halogenation C<sub>l- 
6</sub>alkyl , halogenation which is possible to be done 1 
through 3 which ischosen from C<sub>l- 6</sub>alkoxy etc 
which is possible to be done) (preferably phenyl , 4- 
fluorophenyl ,1,3- benzodioxole -5-yl , 4- chlorophenyl , 4- 
methylphenyl , 4- methoxyphenyl ), hydroxy , 
C<sub>7-19</sub>aralkyloxy -carbonyl (preferably 
benzyloxycarbonyl ), C<sub>7-19</sub>aralkyl (preferably 
benzyl ) etc as preferred substituent . 

[0064] 

As for Ar<sup>l</sup>, preferably , halogen atom (Such as 
preferably fluorine , chlorine , bromine ); 

nitro ; 

C<sub>l- 3</sub>alkylene dioxy (Such as preferably 
methylene dioxy ); 

halogenation C<sub>l- 6</sub>alkyl which is possible to be 
done (Such as preferably , methyl , ethyl , propyl , 
trifluoromethyl ); 

hydroxy -C<sub>l- 6</sub>alkyl (Such as preferably , 
hydroxymethyl ); 

halogenation C<sub>3- 6</sub>cycloalkyl which is possible 
to be done (Such as preferably , cyclohexyl ); 

halogenation C<sub>l- 6</sub>alkoxy which is possible to 
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be done (Such as preferably , methoxy , ethoxy ); 
halogenation C<sub>l- 6</sub>alkyl thio which is possible to 
be done (Such as preferably , methylthio ); 

hydroxy ; 

C<sub>7-19</sub>aralkyloxy which is possible to have 
possessed substituent (preferably , halogen atom , 
halogenation C<sub>l- 6</sub>alkyl , halogenation which is 
possible to be done C<sub>l- 6</sub>alkoxy , halogenation 
which ispossible to be done 1 through 3 which is chosen from 
C<sub>l- 6</sub>alkyl thio etc whichis possible to be done) 
(Such as preferably benzyloxy , 4- methoxy benzyloxy , 3- 
methoxy benzyloxy , 4- fluoro benzyloxy , 4- methylthio 
benzyloxy , 4- ethyl benzyloxy ); 

C<sub>6-14</sub>aryloxy which is possible to have 
possessed substituent (preferably , 1 through 3 halogenation 
C<sub>l- 6</sub>alkoxy which is possible to be done) (Such 
as preferably phenyl oxy , 4- methoxyphenyl oxy ); 

amino ; 

mono C<sub>l- 6</sub>alkyl amino (Such as preferably , 
methylamino ); 

di- C<sub>l- 6</sub>alkyl amino (Such as preferably , 
dimethylamino ); 

5 to 7 member saturated ring amino which are possible to 
have possessed substituent (preferably , 1 through 3 oxo ), 
benzene ring to have condensed they are possible (Such as 
preferably 1, 3- di oxo -1, 3- dihydro -2H-isoindole -2- yl ); 

optionally substituted 5 to 7 member nonaromatic 
heterocyclic group (Such as preferably 4, 5-dihydro -1,3- 
oxazole -2- yl ); 

formyl ; 

caiboxy ; 

optionally substituted C<sub>6-14</sub>aryl -carbonyl (Such 
as preferably benzoyl ); 

C<sub>6-14</sub>aryl -carbamoyl which is possible to have 
possessed substituent (preferably , 1 through 3 halogenation 
C<sub>l- 6</sub>alkoxy which is possible to be done) (Such 
as preferably phenyl carbamoyl , 4- methoxyphenyl 
carbamoyl ,3,4- dimethoxy phenyl carbamoyl ); 

optionally substituted aromatic heterocycle carbamoyl 
(Example, such as 2 -pyridinyl carbamoyl , 2- quinolinyl 
carbamoyl ); 

C<sub>l- 6</sub>alkoxy -carbonyl (Such as preferably , 
methoxycarbonyl , ethoxy carbonyl ); 

halogenation C<sub>l- 6</sub>alkyl -carboxamide which is 
possible to be done (Such as preferably methyl carboxamide , 
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trifluoromethyl carfooxamide , isopropyl carboxamide ); 

C<sub>6-14</sub>aryl -carboxamide which is possible to 
have possessed substituent (preferably , 1 through 3 
halogenation C<sub>l- 6</sub>aikoxy which is possible to 
be done) (Such as preferably phenyl carboxamide , 2- 
methoxyphenyl carboxamide , 4- methoxyphenyl 
carboxamide ); 

optionally substituted C<sub>7- 1 9</sub>aralky 1 
-carboxamide (Such as preferably benzyl carboxamide ); 

optionally substituted aromatic heterocycle -carboxamide 
(Such as preferably benzothiophene -2- yl carboxamide ); 

N- (C<sub>6-14</sub>aryl -carbonyl which is possible to 
have possessed substituent (preferably , 1 through 3 
halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done)) -N- C<sub>l- 6</sub>alkyl amino (Such as 
preferably N- 4- methoxy benzoyl -N- methylamino ); 

optionally substituted C<sub>6-14</sub>aryl amino carbonyl 
amino (Such as preferably phenylamino carbonyl amino ); 

C<sub>6-14</sub>aryl sulfonyl amino which is possible to 
have possessed substituent (preferably , 1 through 3 
halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done) (Such as preferably 4- methoxyphenyl sulfonyl 
amino ); 

C<sub>6-14</sub>aryl -carbonyl oxy which is possible to 
have possessed substituent (preferably , 1 through 3 
halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done) (Such as preferably 4- methoxy benzoyl oxy ); 

0x0 ;carboxy -C<sub>l- 6</sub>alkyl (Such as preferably , 
carboxy ethyl ); C<sub>l- 6</sub>alkoxy -carbonyl 
-C<sub>l- 6</sub>alkyl (Such as preferably , 
methoxycarbonyl methyl ); C<sub>7- 1 9</sub>arallcyl which 
is possible to havepossessed substituent (preferably , 1 
through 3 halogen atom ) (Such as preferably benzyl , 2, 4- 
dichloro benzyl ); aromatic heterocycle - C<sub>l- 
6</sub>alkoxy (Such as preferably 2- quinolyl methoxy ); 
phenyl , biphenylyl which 1 through 3 (preferably 1 or 2 ) is 
possible to have possessed substituent which is chosen from 
cyano etc respectively (preferably 4- biphenylyl , 2- 
biphenylyl ), phenyl -pyridyl (preferably 6-phenyl -3- 
pyridyl , 5-phenyl -2- pyridyl ), the phenyl -fliril (preferably 
5-phenyl -2- fiiril ), phenyl -isooxazolyl (preferably 3- phenyl 
-isoxazole -5-yl ), biphenyl -oxazolyl (preferably 2, 4- 
biphenyl -1, 3 -oxazole -5-yl ), pyridyl -phenyl (preferably 4- 
(4 -pyridyl ) phenyl , 4- (3 -pyridyl ) phenyl ), phenyl 
-pyrimidinyl (preferably 2- phenyl -5-pyrimidinyl ), the 
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4-(3-tf' Ji?^UPx^>l/). 7xz:;u-tf 'J5v- 

yu(»*L<ii 2-:;i-;u-5-e'J5i;-;i/). 

ji/px;i;u). 7'j;u-7x-;u(ff*L<li 4-(2-'7 
'j;upxr.;u). -f;i/7xr.;u(J(f$L<ld: 4,4'-f- 
;u7x^;u), ^x- ;i/-7x^ji/(»* L<l* 4-(2- 

(»*L<(* 3-(2-^>V:'7->'U)-l,2,4-^+-9-*^ 

7V^-;u-5-'f;u). '<>y5^x^;K»SL<l* 2- 
/<>y5^x^;u).'0'y77-;K»*L<(i 2- 

e'Jv>U-tfP'J^K»*L'<l* 3-(4-tf 

IN C6.,4T'J--iu(»*L<i*7x=.;i/.4-7;u^n 
7'x^;i/. i,3-'<>vfv:l-+v-;u-5-<;u. 4-^ 

P P^xJZ.^U, 4->^JU:7x-;u, 4->K^*>7x_ 
tKa^*>. C7.,9 77;u^^U^+*>-*^l'^ 

eP'J v-^U. vtKPt: 'Jv-iUs xhv 

[0065] 

Ar' li. $P,lc»^UIi. MPyi/S?-(»*U 

Ulis ^=f-)\^> x5^;i.. -i^pe^u. h'J7;u*py 

/\py>'(t$*t-ClNTtJ:l^ C,.6 7;UP^M» 
*L<I*. ;^h^Vs Xh^^i/Jtfif); 

gj|lS(ff*Utts /NP't^»i^ . /NP-^f^^b 

$*triNTtJ:lNC,^7;U^;Us /NP-^f^^b^:*! 
TLNrtcfeL^ C,.6 7>U3^i'./NP'tr:/<k$*l''C 

iN-ctckLN C1.6 7;u+vu^^^*Np.S(i*i* 1 

JjfLNL 3 ffi)^*L-CLNTt cfeL^ C7.,9 7-7;U^^I' 

111liS(»$L<l*. 1 ^CL^L 3 tlO)/NPy><bS 
tvTl^Tt C,.6 7;i/3+'»^*UTlN-C4, 
C6.,4 7'J--'U5l-^M»*t'<l*^^-''l'^ 
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benzofuranyl -phenyl (preferably 4- (2 -benzofuranyl ) 
phenyl ), furil -phenyl (preferably 4- (2 -fliril ) phenyl ), 
terphenyl (preferably 4, 4'-terphenyl ), thienyl -phenyl 
(preferably 4- (2 -thienyl ) phenyl ), indolyl (preferably 2- 
indolyl , 3- indolyl ), the naphthyl -oxadiazolyl (preferably 3- 
(2 -naphthyl ) - 1 , 2 and 4 -oxadiazole -5-yl ), benzofuranyl 
-oxadiazolyl (preferably 3- (2 -benzofuranyl ) - 1, 2 and 4 
-oxadiazole -5-yl ), benzo thienyl (preferably 2- benzo 
thienyl ), benzofuranyl (preferably 2- [benfiiraniru ] ), 
fluorenyl (preferably 2- fluorenyl ), the pyridyl -pyrrolyl 
(preferably 3- (4 -pyridyl ) pyrrolyl ), It is a thioxane thenyl . 



In addition, C<sub>6-14</sub>aryl which is possible to have 
possessed oxo , substituent (preferably , halogen atom , 
C<sub>l- 3</sub>alkylene dioxy , halogenation C<sub>l- 
6</sub>aIkyl , halogenation which is possible to be done 1 
through 3 which ischosen from C<sub>l- 6</sub>alkoxy etc 
which is possible to be done) as preferred example of 
Ar<sup>l</sup>, (preferably phenyl , 4- fluorophenyl ,1,3- 
benzodioxole -5-yl , 4- chlorophenyl , 4- methylphenyl , 4- 
methoxyphenyl ), hydroxy , C<sub>7-19</sub>aralkyloxy 
-carbonyl (preferably benzyloxycarbonyl ), bipyridinyl which 
1 or 2 is possible to have possessed substituent which is 
chosen from the C<sub>7-19</sub>aralkyl (preferably 
benzyl ) respectively (preferably piperidino ), also 
piperazinyl , pyrrolidinyl , dihydro pyridyl , tetrahydro 
pyridyl etc is listed. 

[0065] 

As for Ar<sup>l</sup>, furthermore preferably , halogen 
atom (Such as preferably fluorine , chlorine , bromine ); 

halogenation C<sub>l- 6</sub>alkyl which is possible to be 
done (Such as preferably , methyl , ethyl , propyl , 
trifluoromethyl ); 

halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done (Such as preferably , methoxy , ethoxy ); 

C<sub>7-19</sub>aralkyloxy which is possible to have 
possessed substituent (preferably , halogen atom , 
halogenation C<sub>l- 6</sub>alkyl , halogenation which is 
possible to be done C<sub>l- 6</sub>alkoxy , halogenation 
which ispossible to be done 1 through 3 which is chosen from 
C<sub>l- 6</sub>alkyl thio etc whichis possible to be done) 
(Such as preferably benzyloxy , 4- methoxy benzyloxy ); 

C<sub>6-14</sub>aryloxy which is possible to have 
possessed substituent (preferably , 1 through 3 halogenation 
C<sub>l- 6</sub>alkoxy which is possible to be done) (Such 
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fi^*(»^L<li. 1 tui^L 3 m(r)j\a^:/it^ 

'f;i/.3,4-v;<h+v7i^;U*;i'/^^'r;HEfi:'); 

^;u*;u/<^-f;i.35ci:*);iigSS(»*L<l*.i 

=l+v)^^LTl^TtJ:L^ C6.,4T'J-;U-*;i/7t? 
^■9-5h*(»*L<li7x:i;U*JU7K^-9-5h\ 2-> 

L^ C7.,9 T7^U^;U-*;U7K+-9-5K(»^L<l*'< 

;U7K+-9-5hVd:i:);N-(M«4S(»*L<l*, 1 Ul^ 
L 3 ^i<D/^P't^*>^k^F4^Tl^•rt cfel^ C,.67;U=l 

;i/)-N-c,^ 7;u+;u7SA*?*L.<l* N-4-yh+ 
v^>y-f;U-N-y5^;i/TS/'ti:i:);tt^S^WL 

t*);Mj|i»(»^L<li. 1 ^CL^L 3 <i<7)/\P'5r> 
^b$4^Tl^•Ct«feL^ C,.6 T;U=l4Fv)^WLrL^ 

xt^i^ C6.,4T'J-;^x;^7t^;l;^T5>'(ffSU 

(*4-/h4-*>:7x->l/X;i/7tx=.;UT5yj:f<!f);fc«): 

J:u^C6.,4 7'J-;^-*;^/-t?-->^^+•>(^^*L<^* 

a^S^^*t^-*4x 1 2 {iWLTL^TtJ: 

f7x::i'j;K»*U(* 4-t*7x-'J 
;u), 7x-;u-e'Ji/;u(»*L<(* 6-7i-;u-3- 
tf' 5--7xzi^u-2-eu*:^;u)T-fci). 

^tzs Ar' (;)$^,ics?ji?:f0ijtL-ci*s ^+Vs a 

a^JtCi:). /NPy^lb^^TL^Tt J: 
L\ c,.6 7;i'^-'K»^L<l*> x^;i., 
pe;u, h'J:';u;t-p>^;u^i:<!:)*fc(i/NP'tr> 

^b^tLTL^Ttcfcl^ C,.6T;U3^v(iTSI-<l*> 

T'J-;U(W*L<l*7i-;i/)3!)^e>Sli*t*fi^ 
1 ^tzlt 2 ^l^LTl^TtJ:L^e 

[0066] 
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as preferably phenyl oxy ); 

optionally substituted C<sub>6-14</sub>aryl -caibonyl (Such 
as preferably benzoyl ); 

C<sub>6-14</sub>aryl -carbamoyl which is possible to have 
possessed substituent (preferably , 1 through 3 halogenation 
C<sub>l- 6</sub>alkoxy which is possible to be done) (Such 
as preferably phenyl carbamoyl , 4- methoxyphenyl 
carbamoyl ,3,4- dimethoxy phenyl carbamoyl ); the 
optionally substituted aromatic heterocycle carbamoyl 
(Example, such as 2 -pyridinyl carbamoyl , 2- quinolinyl 
carbamoyl ); C<sub>6-14</sub>aryl -carboxamide which is 
possible to have possessed substituent (preferably , 1 through 
3 halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done)(Such as preferably phenyl carboxamide , 2- 
methoxyphenyl carboxamide , 4- methoxyphenyl 
carboxamide ); optionally substituted 
C<sub>7-lSt</sub>aralkyl -carboxamide (Such as preferably 
benzyl carboxamide ); aromatic heterocycle -carboxamide 
(Such as preferably benzothiophene -2- yl carboxamide ); N- 
(C<sub>6-14</sub>aryl -carbonyl which is possible to have 
possessed substituent (preferably , 1 through 3 halogenation 
C<sub>l- 6</sub>alkoxy which is possible to be done)) -N- 
C<sub>l- 6</sub>alkyl amino (Such as preferably N- 4- 
methoxy benzoyl -N- methylamino ); optionally substituted 
C<sub>6-14</sub>aryl amino carbonyl amino (Such as 
preferably phenylamino carbonyl 
amino );C<sub>6-14</sub>aryl sulfonyl amino which is 
possible to have possessed substituent (preferably , 1 through 
3 halogenation C<sub>l- 6</sub>alkoxy which is possible to 
be done) (Such as preferably 4- methoxyphenyl sulfonyl 
amino ); And phenyl , biphenylyl which 1 or 2 is possible to 
have possessed substituent which is chosen from 
C<sub>6-14</sub>aryl -carbonyl oxy (Such as preferably 4- 
methoxy benzoyl oxy ) which is possible to have possessed 
substituent (preferably , 1 through 3 halogenation C<sub>l- 
6</sub>alkoxy which is possible to be done) respectively 
(preferably 4- biphenylyl ), it is a phenyl -pyridyl (preferably 
6-phenyl -3- pyridyl , 5-phenyl -2- pyridyl ). 

In addition, also piperidino , piperazinyl , pyrrolidinyl etc 
which 1 or 2 is possible to havepossessed substituent which is 
chosen from C<sub>6-14</sub>aryl (preferably phenyl ) 
which ispossible to have possessed oxo , substituent 
[preferably halogen atom (Such as preferably fluorine , 
chlorine , bromine ), halogenation C<sub>l- 6</sub>alkyl 
which is possible to be done (Such as preferably , methyl , 
ethyl , propyl , trifluoromethyl ) or halogenation C<sul^l- 
6</sub>alkoxy which is possible to be done (Such as 
preferably , methoxy , ethoxy ) ] furthermore as preferred 
example of Ar<sui)>l</sup>, respectively is listed. 

[0066] 
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li , 0i| ^ IS -0- . -s- . -co- . -so- . -SO2- . 

c,.6 7;u+-'u-*^U7K-^i's Mpy><b$*fCL^ 
xk,^i^ c,.6 7^^+;^x^^7^^-^^)^ S^^^t 



[0067] 

:izXs ^/\py'>^k$*l.•CL^rtJ:L^ c,.6 7;L/ 

l^St^*Jl^fSlt-S^S«iSJtLTe!l*Lfct 

ry\ny><b*ixTL^ttJ;L^ €,.6 T)i=^)i^-:h 
;U7t5ii;Uj. r/\P<r><b^F;KTL^T4;J:LNC,.6T 

It r EM J t LT#J * Lfc t. © 4<ffl *b H 

So 

[0068] 

7K^*ji^*5»t*r2 mo) c,.6 I^SSft^bTK^ 

(l)Ci.6 T;U+b>(W^li ^ -CH2-. -(CH2)2-. 

-(CH2)3- . -(CH2)4- ^ -(CH2)5- . -(CH2)6- . 

-CH(CH3)- . -C(CH3)2- . -(CH(CH3))2-. ■(CH2)2 
C(CH3)2-. -(CH2)3 C(CH3)2-^j:i:); 



(2)C2.6 -CH=CH-s 
.CH2-CH=CH. . .C(CH3)2-CH=CH- . 
-CH2-CH=CH-CH2-. -CH2-CH2-CH=CH.. 



It is shown with X and Y , "spacer of number of atoms 1 
through 6 of main chain " with, atom of main chain 1 through 
6 means spacing which has been connected. 
Here, "number of atoms of main chain in order for atom of 
main chain to become minimum ,we count. 

number of atoms of for example 1, 2- cyclopentylene 2, 1 and 
3 -cyclopentylene it counts number of atoms as 3. 

"spacer of number of atoms 1 through 6 of main chain " As, 
for example -0-, -S-, -CO-, -SO-, -S0<sub>2</sub>-, 
-NR<sup>8</sup>- (As for R<sup>8</sup> hydrogen atom , 
halogenation C<sub>l- 6</sub>aikyi , haiogenation which is 
possible to be done the C<sub>l- 6</sub>alkyl -carbonyl , 
halogenation which is possible to be done C<sub>l- 
6</sub>alkyl sulfonyl which is possible to bedone), you can 
list C<sub>l- 6</sub>acyclic hydrocarbon group , of 
optionally substitutable bivalent and 1 through 3 which is 
chosen from C<sub>5-8</sub>monocyclic nonaromatic 
hydrocarbon group of bivalent bivalent group etc 
whichconsists of. 

[0067] 

Here, in aforementioned "optionally substituted ring condition 
basis", "halogenation C<sub>l- 6</sub>alkyl which is 
possible to be done" as, it can use those which itillustrated 
"substituent " as, 

"halogenation C<sub>l- 6</sub>alkyl -carbonyl which is 
possible to be done" "halogenation C<sub>l- 6</sub>alkyl 
sulfonyl which is possible to be done" As, in respective 
aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl ", it can use those whichit 
illustrated "substituent " as. 



[0068] 

In "C<sub>l- 6</sub>acyclic hydrocarbon group of 
optionally substitutable bivalent ", "C<sub>l- 6</sub>acyclic 
hydrocarbon group of bivalent " as, for example 

for example -CH<sub>2</sub>-, - (CH<sub>2</sub> ) 
<sub>2</sub>-, - (CH<sub>2</sub> ) <sub>3</sub>-, - 
(CH<sub>2</sub> ) <sub>4</sub>-, - (CH<sub>2</sub> ) 
<sub>5</sub>-, - (CH<sub>2</sub> ) <sub>6</sub>-, -CH 
(CH<sub>3</sub> ) -C (CH<sub>3</sub> ) 
<sub>2</sub>-, - (Such as CH (CH<sub>3</sub> ) 
<sub>2</sub>-, - (CH<sub>2</sub> ) <sub>2</sub> C 
(CH<sub>3</sub> ) <sub>2</sub>-, - (CH<sub>2</sub> ) 
<sub>3</sub> C (CH<sub>3</sub> ) <sub>2</sub>- ); (1) 
C<sub>l- 6</sub>alkylene 

(2) C<sub>2- 6</sub>alkenylene (Such as for example -CH=CH-, 
-CH<sub>2</sub>-CH=CH-, -C (CH<sub>3</sub> ) 
<sub>2</sub>-CH=CH-, 
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-CH=CH-CH=CH. 
-CH=CH-CH2-CH2-CH2-^Ci:); 



(3)C2^ 7;U^-L/>(^^(f . -C = C-. -CH2-C 
= C- . -CH2-C = C-CH2-CH2- i: If 

[0069] 

Tli. <5!l^(i C5.8 v^P7;u:^>. C5-8 v^ny 



>;l,3-v<7P^>^b>;l,2-v^P'^^vb 
>;l,3-V<7P^^vb>;l,4.V^P^ + vb 
>;l,2-v^7P^:/^b>;l,3-V^7P^:;^5'b 
>;l,4-'J/<7P^3^5^L/>;3-e/^P^^'fe>-l,4--< 
U>;3-v^P^+-tr>>l,2-<U>;2,5-v^7P/\:^F 

^^AnT**; 5-8 v<7P7JU+b>*<»*Ll^ 
[0070] 

X fccfci; Y r*^^Fti*riti(7)ji^3a 1 ^^inl 6 
(Dx^—y— ntLOt'O's -co-. 

-so-. -SO2-S -NR^-(R^ l*mIfB<k[^S§). fccfei; 
/\P^^Mb^FtlTL^Ttcfe^^ 2 fffiW CLel^SiC 

[0071] 

(l)Ci.6 7;U^U>(^]^li . -CH2-S -(CH2)2-. 
-(CH2)r . -(CH2)4- . -(CH2)5- . -(CH2)6- . 
.CHCH3- . -C(CH3)2- . -CH(CF3)- . 

-(CH(CH3))2- s -(CF2)2- . -(CH2)2 C(CH3)2- . 

-(CH2)3C(CH3)2-^^i:); 



-CH<sub>2</sub>-CH=CH-CH<sub>2</sub>-, 
-CH<sub>2</sub>-CH<sub>2</sub>-CH=CH., 
-CH=CH-CH=CH-, 

-CH=CH-CH<sub>2</sub>-CH<sub>2</sub>-CH<sub>2</sub>. ); 

You can list (3) C<sub>2- 6</sub>alkynylene (Such as for 
example -C*C-, -CH<sub>2</sub>-C*C-. 
-CH<sub>2<;/sub>-C*C-CH<sub>2</sub>-CH<sub>2</sub>-) 
etc. 

As for said "C<sub>l- 6</sub>acyclic hydrocarbon group of 
bivalent in substitutable position , for example 1 to 5 , 
preferably 1 through 3 optionally substituted . 

for example halogen atom (Such as example and fluorine , 
chlorine , bromine , iodine ), you can list hydroxy , C<sub>l- 
6</sub>alkyl -carbonyl oxy (Such as example and acetoxy ) 
etc as substituent a this way. 

[0069] 

said "C<sub>5-8</sub>monocyclic nonaromatic hydrocarbon 
group of bivalent " as, you can list bivalent group which it is 
possible excluding hydrogen atom of 2 of option from for 
example C<sub>5-8</sub>cycloalkane , 
C<sub>5-8</sub>cycloalkene . 

As embodiment , for example 1, 2- cyclopentylene ;1, 3- 
cyclopentylene ;1, 2- cyclohexylene ;1, 3- cyclohexylene ;1, 
4- cyclohexylene ;1, 2- cycloheptylene ;1, 3- 
cycloheptylene ;1, 4- cycloheptylene ;3- cyclohexene -1,4- 
[iren ]; 3 -cyclohexene -1,2- [iren ]; 2 and 5 -cyclohexadiene 
-1,4- you can list[iren ] etc. 

<sub>5-8</sub>cycloalkylene is desirable even among them. 
[0070] 

"spacer of number of atoms 1 through 6 of main chain " 
which is shown with X and Y , preferably -0-, -S-, -CO-, 
-SO-, -S0<sub>2</sub>-, -NR<sup>8</sup>- (As for 
R<sup>8</sup> as description above same meaning ), and 1 
through 3 whichis chosen from C<sub>l- 6</sub>acyclic 
hydrocarbon group of bivalent which halogenation is possible 
tobe done is bivalent group which consists of 

[0071] 

As preferred example of said "spacer of niunber of atoms 1 
through 6 of main chain 

for example -CH<sub>2</sub>-, - (CH<sub>2<7sub> ) 
<sub>2</sub>-, - (CH<sub>2</sub> ) <sub>3</sub>-, - 
(CH<sub>2</sub> ) <sub>4</sub>-, - (CH<sub>2<sub> ) 
<sub>5</sub>-, - (CH<sub>2</sub> ) <sub>6</sub>-, 
-CHCH<sub>3</sub>-, -C (CH<sub>3</sub> ) 
<sub>2</sub>-, -CH (CF<sub>3</sub> )-, - (Such as CH 
(CH<sub>3<;/sub> ) <sub>2</sub>-, - (CF<sub>2</sub> ) 
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(2)C2.6 7;U^-L/>(1J»J^li. -CH=CH-. 
-CH2-CH=CH- . -CH2-CF=CH. . 
.C(CH3)2-CH=CH- . -CH2-CH=CH-CH2- s 
-CH2-CH2-CH=CH- . -CH=CH.CH=CH. . 
-CH=CH-CH2-CH2-CH2-tCi:); 



(3)C2.6 r -C=C- 
=C-. -CH2-C=C-CH2-CH2-^Ci:); 



-CK2-C 



(4) -(CH2)wlO(CH2)w2- . -(CH2)wlS(CH2)w2- 
.(CH2)wlCO(CH2)w2- . -(CH2)wlSO(CH2)w2- 

-(CH2)wiS02(CH2)w2-. -(CH2)wiNR\CH2)w2-; 



(5) -(CH2)w3CONR\CH2)w4- 

-(CH2)w3NR'CO(CH2)w4- 
.(CH2)w3S02NR^(CH2)w4- 
-(CH2)w3NR^S02(CH2)w4- 
-(CH2)w3COO(CH2)w4-; 



(6) -(CH2)w5NR^CONR'XCH2)w6-; 



(7) 



<sub>2</sub>-, - (CH<sub>2</sub> ) <sub>2</sub> C 
(CH<sub>3</sub> ) .<sub>2</sub>-, - (CH<sub>2</sub> ) 
<sub>3</sub> C (CH<sub>3</sub> )<sub>2</sub>- ); (1) 
C<sub>l- 6</sub>alkylene 

(2) C<sub>2- 6</sub>alkenylene (Such as for example -CH=CH-, 
.CH<sub>2</sub>-CH-CH-, .CH<sub>2</sub>-CF=CH-, -C 
(CH<sub>3</sub> ) <sub>2</sub>-CH=CH-, 
-CH<sub>2</sub>.CH=CH-CH<sub>2</sub>-, 
.CH<sub>2</sub>-CH<sub>2</sub>-CH=CH-, 

-CH=CH.CH=CH-, . . . u X 

-CH=CH-CH<sub>2</sub>-CH<sub>2</sub>-CH<sub>2</sub>- ); 

(3) C<sub>2- 6<sub>3lk)'nylene (Such as for example -C*C-, 
-CH<sub>2</sub>-C*C-, 

-CH<sub>2</sub>-C*C-CH<sub>2</sub>-CH<sub>2</sub>- ); 

(4) - (CH<sub>2</sub> ) <sub>wl</sub>0 
(CH<sub>2</sub> ) <sub>w2</sub>-, - (CH<sub>2</sub> ) 
<sub>wl</sub>S (CH<sub>2</sub> ) <sub>w2</sub>-, - 
(CH<sub>2</sub> ) <sub>wl</sub>CO (CH<sub>2</sub> ) 
<sub>w2</sub>-, - (CH<sub>2</sub> )<sub>wl</sub>SO 
(CH<sub>2</sub> ) <sub>w2</sub>-, - (CH<sub>2</sub> ) 
<sub>wl</sub>S0<sub>2</sub> (CH<sub>2</sub> ) 
<sub>w2</sub>-, - (CH<sub>2</sub> ) 
<sub>wl</sub>NR<sup>8</sup> (CH<sub>2</sub> ) 
<sub>w2</sub>-; 
(5) - (CH<sub>2</sub> ) <sub>w3</sub>CONR<sup>8</sup> 
(CH<sub>2</sub> ) <sub>w4</sub>-, - (CH<sub>2</sub> ) 
<sub>w3</sub>NR<sup>8</sup>CO (CH<sub>2</sub> ) 
<sub>w4</sub>-, - (CH<sub>2</sub> ) 
<sub>w3</sub>SO<sub>2</sub>NR<sup>8</sup> 
(CH<sub>2</sub> ) <sub>w4</sub>-, - 

(CH<sub>2</sub> )<sub>w3</sub>NR<sup>8</sup>SO<sub>2</sub> 
(CH<sub>2</sub> ) <sub>w4</sub>-, - (CH<sub>2</sub> ) 
<sub>w3</sub>C00 (CH<sub>2</sub> ) <sub>w4</sub>-; 

(6)-(CH<sub>2</sub>) 

<sub>w5</sub>NR<sup>8</sup>CONR<sup>8b</sup> 
(CH<sub>2</sub> ) <sub>w6</sub>s 



<CH2)w7CONR«<CH2)wrCOm«^CH2)w9S-CH=CH-CONR^-^^^ 



S02NR's 



Jo<fci; w2 l± 0 ^^l^L 5 (DSIS^ . wl+w2 
t< 0 5 ^;w3 fc<fei; w4 It 0 Ul^L 4 CDS 
s A^O w3+w4 A< 0 tai^L 4 $:;w5 tS^XS w6 
it 0 tll^L 3 Omn^. fy^^ w5+w6 1< 0 t^L^L 
3 ^ ;w7. w8 fc<fel/ w9 1* 0 ^i:t^l^2 (D^^^s 
w7+w8+w9 A< 0 Ul\L 2 ^7r:t)tiiilt^^ 



(7) - (CH<sub>2</sub> ) 

<sub>w7</sub>CONR<sup>8</sup>- (CH<sub>2</sub 
<sub>w8</sub>-CONR<sup>8b</sup>- 
(CH<sub>2</sub> ) 

<sub>w9</sub>-;-CH=CH-CONR<sup>8<ysup>-;-CH= 
SO<sub>2</sub>NR<sup>8</sup>-; 



You can list (As for R<sup>8</sup> same meaning as 
description above; as for R<sup>8b</sup> thesame meaning 
as R<sup>8</sup>; as for wl and w2 integer of 0 to 5 , at 
thesame time wl+w2 0 to 5 ; as for w3 and w4 integer of 0 or 
4, atsame time w3+w4 0 or 4; as for w5 and w6 integer of 0 to 
3 ,at same time w5+w6 0 to 3 ; As for w7, w8 and w9 integer 
of 0 or 2, at same time w7+w8+w9 shows 0 or 2. ) etc. 
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[0072] 

•9— Jl*. »*L<(±-(CH2)wiO{CH2)w2- (I2#l± 
|iFlEi:[5]Sg$ ^-f). -CONR*^-. -NR'^CO-. 
-CH=CH-CONR^'-. -SOzNR^'- (R^ liTK^Hi^ 

<I4-C0NR^-. -NR^CO-. -CH=CH-CONR*'-. 

<f#IC»*L<li-CONH-. -NHCO-^Cifrfe^o 



Y T**$tli)r±m(7)Jl^ IS 1 4U^L 6 (DX^- 
L^ 2 ffli © C,.6 1^ ® m tK m S . 

-(CH2)w3CONH(CH2)w4- . -(CH2)w3COO(CH2)w4- 

L<l± C,.3 7;U+b>(i5lJ^li . -CH2-. -(CH2)2-. 
-(CH2)3- U i: ) . -(CH2)w3CONH(CH2)w4- . 

-(CH2)w3COO(CH2)w4- (ti^itmitmMmi: 
.CH2-. -(CH2)2-. -(CH2)3-^fi:)>ii: T*fe^>o 



[0073] 

5f#SJ<tLTl*. mifS Ar^ T'^^^i^ra^s 

[0074] 



[0072] 

"spacer of number of atoms 1 through 6 of main chain " 
which is shown with X, preferably - (CH<sub>2<;/sub> ) 
<sub>wl</sub>0 (CH<sub>2</sub> ) <sub>w2</sub>- 
(symbol shows same meaning as description above. ), 
-C0NR<sup>8c</sup>-, -NR<sup>8c</sup>CO-, 
-CH=CH-C0NR<sup>8c</sup>-, 

-SO<sub>2</sub>NR<sup>8c</sup>- with (R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . ), 
furthermore with preferably -C0NR<sup>8c</sup>-, 
-NR<sup>8c</sup>C0-, -CH=CH-C0NR<sup>8c</sup>-. 
-SO<sub>2</sub>NR<sup>8c</sup>-(R<sup>8c</sup> 
shows same meaning as description above. ), is particularly 
preferably -CONH-, -NHCO- etc. 

"spacer of number of atoms 1 through 6 of main chain " 
which is shown with Y, with C<sub>l- 6</sub>acyclic 
hydrocarbon group , - (CH<sub>2</sub> ) 
<sub>w3</sub>CONH (CH<sub>2</sub> )<sub>w4</sub>-, 
- (CH<sub>2</sub> ) <sub>w3</sub>C00 
(CH<sub>2</sub> ) <sub>w4</sub>- (symbol shows same 
meaning as description above. ) of bivalent which preferably 
halogenation is possibleto be done, furthermore preferably 
C<sub>l- 3</sub>alkylene (Such as for example 
-CH<sub>2</sub>-, - (CH<sub>2</sub> ) <sub>2</sub>-, - 
(CH<sub>2</sub> ) <sub>3</sub>- ), - (CH<sub>2</sub> ) 
<sub>w3</sub>C0NH (CH<sub>2</sub> ) 
<sub>w4</sub>-, - (CH<sub>2</sub> )<sub>w3</sub>C00 
(CH<sub>2</sub> ) <sub>w4</sub>- (symbol shows same 
meaning as description above. ), is particularly preferably 
C<sub>l- 3</sub>alkylene (Such as for example 
-CH<sub>2</sub>-, - (CH<sub>2</sub> ) <sub>2<;/sub>-, - 
(CH<sub>2</sub> ) <sub>3</sub>- ) etc. 

[0073] 

In "4 or 8 -member non- aromatic ring to be possible to have 
condensed,furthermore optionally substituted monocyclic 
aromatic ring " which is shown with Ar in "optionally 
substituted ring condition basis" which is shown 
withaforementioned Ar<sup>l</sup> "substituent " and 
"monocyclic aromatic ring " as, it can use those which 
wereillustrated respectively "substituent " and "cyclic group " 
as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0074] 

said substituent C<sub>l- 6</sub>alkyl -carbonyl , 
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y^^kS^VTl^Tt J:t^ C,.6 7;U4rJU^;U7t^- 
;i/35:i:-eS)i), 

zzx\ ^/\a^>ittt,xi-^xt^i^ c,.6 
=tJ:L^ C,^ 7;udp;ux;U7t^-;UJi:LTI*. ^-tv 
;u^;ujlci3i+?)rBi^Sji:LTl5iJ5^Lfcta) 

[0075] 

r4 tCLNL 8 ftg^^SSt$g^LTLvTt*<.$ 
(cfcM+i)r4 J^Cl^L 8 tl^5?#aiJi:LTI*,CM 

m^ilt C4.8 iz-^PT^u^^. C4.8 i/^7n7;U'^r> 

p/<v^7^>^i:i:A<^lfb*i^. 

n^A^X♦t» $/^P'<>^'>» i/^P^+-9->» 
p^:^^'>^ffc*A<»*LI.^. 

SIC 1 tai^L 3 <i(7)ffi«lS*^LXL^TtcfeL^o 
sec-3f^;U. tert-^^;u. 

[0076] 

At izmu r4 <j:iNL 8 ^u^^mtm^u 

Ut5\] 



halogenation which preferably formyl , halogenation is 
possible to be done is the C<sub>l- 6</sub>alkyl sulfonyl etc 
which is possible to be done. 

Here, in respective aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl "halogenation C<sub>l- 
6</sub>alkyl -carbonyl which is possible to be done" and 
"halogenation C<sub>l- 6</sub>alkyl sulfonyl which is 
possible to be done" as, it can usethose which it illustrated 
"substituent " as. 

[0075] 

In "4 or 8 -member non- aromatic ring to be possible to have 
condensed,furthermore optionally substituted monocyclic 
aromatic ring C<sub>4- 8</sub>monocyclic nonaromatic 
hydrocarbon ring , 4 or you can list 8 -member monocyclic 
nonaromatic heterocycle etc M or 8 -member non- aromatic 
ring " as. 

said "C<sub>4- 8</sub>monocyclic nonaromatic 
hydrocarbon ring " as, you can list for example C<sub>4- 
8<;/sub>cycloalkane , C<sub>4- 8</sub>cycloalkene etc. 

As embodiment , you can list for example cyclobutane , 
cyclopentane , cyclohexane , cycloheptane , cyclooctane , 
cyclopentene , cyclohexene , cycloheptene etc. 

cyclopentane , cyclohexane , cycloheptane etc is desirable 
even among them. 

said "4 or 8 -member monocyclic nonaromatic heterocycle " 
as, for example azetidine , pyrrolidine , pyrroline , 
pyrazolidine , 2- or you can list 3 -pyrazoline , imidazoline , 
piperidine , piperazine , azepine , azo can , oxane , 
8-quinolinoI , oxepan , oxazolidine , 2- oxazoline , 
thiazolidine , 2- thiazoline , morpholine , thiomorpholine etc 



As for aforementioned "4 or 8 -member non- aromatic ring ", 
in substitutable position 1 through 3 optionally substituted . 

C<sub>l- 6</sub>alkyl which for example halogenation is 
possible to be done (Such as example and methyl , ethyl . 
propyl , isopropyl , butyl , isobutyl , s-butyl , t- butyl , pentyl , 
hexyl ), you can list the cyano , hydroxy etc as substituent a 
this. way. 

[0076] 

It regards Ar, as embodiment of "4 or 8 -member non- 
aromatic ring to condense, furthermore optionally substituted 
monocyclic aromatic ring ", for example 

[Chemical Formula 51] 
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CO OD CO CQ (Xi 00 

> 1 f » . > t 

^ oa ^ CO CO CQ 

* I t • f > 

CQ oC) ai) CQ CO 

H H H H 

a!)' CO' 00 




B 

^ » » 

^jri: 36<^lf btlSo Such as is listed. 

[0077] [0077] 

At Its Jf S L<li* ^>4f >s tf U ^fcli S As for Ar, preferably , benzene , pyridine , or formula 
[ ^ b 52] [Chemical Formula 52] 



S Oi" OC), CO 0? 

C0).a?>. Oa a?.. 

H 

[ jCcfi ^ li^^S'n ^fclS— Slfp a'$';m tJ It is a ring which is displayed with [In Formula, as for — 

cfcl/ n 1 ^Ct^L 4 O^WL^TF'i']'^^ single bond or double bond ; as for m and n respectively 

'^ti^MV&ho integer of 1 to 4 it shows ]. 

Ar (i V $blCJhFSL<(i^ ^>-|f t**Ui^>% As for Ar, furthermore preferably , benzene , pyridine , 

[^b 53] [Chemical Formula 53] 

00 CO CO ^ CO 

ft t f 0 

OO.OQCO.OC).^. 

^? Co' CP 

f # > 

^pi: "TJfeSo Such as is. 
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[0078] 

CC-e. ^S^*^:SL-C^^Ttc^:L^ C,.6 T;U='r 

;u. -i'v:?^^u. sec-::?f^^u. tert-:/^;u, 

/\py><b$*u-Ct^T*J:t^ C3.6 v-^PT^U* 

/^Py>'(b$^^rl^Ttc^:t^ C,.67;U34r'>, f\ 
P'^f^^bStl.'CL^-Ct^L^ C^T-'U+^l'^Jl-^ t 
KP^*>» 75/^ ^AC,^ 7;U4;U75A^i* 

5^;u75>'. x^;u75y> :^pe;u75ys v:^ 

pt°ju7S/s :?^;u75y''j:.t*). v-c,.6 7^u+ 

;U75A<5'J^ v^5^^l'75^. i?x^;U75^. i> 

:^Ptf;u75>'. i?:?^;u75>'. x^;uy5^;u7 

5^;i-*;u/'?^-f;Us Mpyi/^b$^vTt^Tt<i:i.^ 
C,^ 7JU^;U-:'3Jl/7t?--'U^ C1.6 7;u=i^'>-:^-'U 

- •:?'P7K^V'*;U7fv--'Ux tert-3^h+v*-'l' 

?Jj:<t*). v-C,^7;U4r-'l/-*;i//N'^'f-'K<5'J^ 
;u^;u/^^'f i^x^^u^^u/^^-f^Us xf-;u 
^^jU^viU/^^-f^u/j:.!:). /NP-y^^bStiTl^ 
T=tJ:l^ c,.6 7;u4r;i/X;U7tx=.;u, ;|^;U5;U75 

/\ufy\tt^xi^x^ii\.^C\^T)\'^)\^--h 



[0078] 

It is shown with R<sup>l</sup> and R<sup>2</sup>, 
"optionally substituted hydrocarbon group " as, it illustrated 
as theaforementioned R<sup>3</sup> it can use those which. 

said "optionally substituted hydrocarbon group " is preferably 
"optionally substituted C<sub>l- 6</sub>alkyl ". 

Here, in "optionally substituted C<sub>l- 6</sub>alkyl ", you 
can list for example methyl , ethyl , propyl , isopropyl , butyl , 
isobutyl , s-butyl , t- butyl , pentyl , hexyl etc "C<sub>l- 
6</sub>alkyl " as. 

methyl , ethyl , propyl etc is desirable even among them. 
In addition, 

In "optionally substituted C<sub>l- 6</sub>allQ'l ", 
"substituent " as, 

for example 

halogen atom (Such as example and fluorine , chlorine , 
bromine , iodine ), 

C<sub>I- 3</sub>alkylene dioxy (Such as example and 
methylene dioxy , ethylene dioxy ), 

nitro , 

cyano , 

halogenation C<sub>3- 6</sub>cycloalkyl , which is possible 
to be done 

C<sub>l- 6</sub>alkoxy , halogenation which halogenation 
is possible to be done C<sub>l- 6</sub>alkyl thio , hydroxy , 
amino , mono C<sub>l- 6</sub>alkyl amino which ispossible 
to be done (Such as example and methylamino , cAylamino , 
propyl amino , isopropyl amino , butyl amino ), di- C<sub>l- 
6</sub>alkyl amino (Such as example and dimethylamino , 
diethyl amino , dipropyl amino , dibutyl amino , ethyl 
methylamino ), C<sub>l- 6</sub>alkyl -carbonyl , C<sub>l- 
6</sub>alkoxy -carbonyl which formyl , carboxy , 
carbamoyl , thio carbamoyl , halogenation ispossible to be 
done (Such as example and methoxycarbonyl , ethoxy 
carbonyl , propoxy carbonyl , t- butoxy carbonyl ), mono 
C<sub>l- 6</sub>alkyl -carbamoyl (Such as example and 
methyl carbamoyl , ethyl carbamoyl ), di- C<sub>l- 
6</sub>alkyl -carbamoyl (Such as example and dimethyl 
carbamoyl , diethyl carbamoyl , ethyl methyl carbamoyl ), 
C<sub>l- 6</sub>alkyl sulfonyl , formyl amino , 
halogenation which halogenation is possible to be done 
C<sub>l- 6</sub>alkyl -carboxamide , C<sub>l- 
6</sub>alkoxy -carboxamide which is possible to bedone 
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1 Ul^L 3 ilT'feSo 
[0079] 

7;u^;i/js r/\p^*>^b$nri^-ctJ:t^c,^7 

r/Npy>^b**tTL>T4,J:t^ C,^ 7;U4r^U-* 
;^7^:n;^J,^/\P't^>^b^i^Tt^Tt.):t^C,^7 

;u+;i/xyu;i^— r/\P'y>'(b$;ttTi.^Tt» 

C,.6 7;U4r;i/-*;i'7t?+-9-5KjtLT(*,M 

ra^Sjfccfei/r^fSJJtSjtLTii, Me Ar' 
icfca^-c<5iJ3^LfcrggiSjii3.fci;r^#fiiSj 

1 ^iri^L 3 <i-C*fe*o 
[0080] 
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(Such as example and methoxy carboxamide , ethoxy 
carboxamide , propoxy carboxamide , butoxy carboxamide ), 
C<sub>l- 6</sub>alkyl sulfonyl amino (Such as example and 
methyl sulfonyl amino , ethyl sulfonyl amino ), C<sub>l- 
6</sub>alkyl -carbonyl oxy (Such as example and acetoxy , 
propanoyl oxy ), C<sub>l- 6</sub>alkoxy -carbonyl oxy 
(Such as example and methoxycarbonyl oxy , ethoxy carbonyl 
oxy , propoxy carbonyl oxy , butoxy carbonyl oxy ), mono 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and methyl carbamoyl oxy , ethyl carbamoyl oxy ), the di- 
C<sub>l- 6</sub>alkyl -carbamoyl oxy (Such as example 
and dimethyl carbamoyl oxy , diethyl carbamoyl oxy }, you 
can list optionally substituted aromatic group etc. 



number of substituents is, for exan^le 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0079] 

Here, in aforementioned "optionally substituted ring condition 
basis", "halogenation C<sub>3- 6</sub>cycloallcyl which is 
possible to be done", "halogenation C<sub>l- 6</sub>alkoxy 
which is possible to be done", "halogenation C<sub>l- 
6</sub>alkyl thio which is possible to be done" as, it can use 
those whichit illustrated "substituent " as. 

"halogenation C<sub>l- 6</sub>alkyl -carbonyl which is 
possible to be done" "halogenation C<sub>l- 6</sub>alkyl 
sulfonyl which is possible to be done" "halogenation 
C<sub>l- 6</sub>alkyl -carboxamide which is possible to be 
done" As, in aforementioned "optionally substituted 
C<sub>7-19</sub>aralkyl ", it can use those which 
itillustrated "substituent " as. 

In "optionally substituted aromatic group ", it illustrated 
"substituent " and it can use "aromatic group " in "optionally 
substituted ring condition basis" which isshown with 
aforementioned Ar<sup>l</sup> "substituent " and "aromatic 
group " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,difrering. 

[0080] 

With nitrogen atom where R<sup>l</sup> and 
R<sup>2</sup> are adjacent in "optionally substituted 
nitrogen-containing heterocycle "which is formed, including 
nitrogen atom of at least one other than for example carbon 
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P'Ji?>/ci:i:A^ff*LL^o 

l^cl^L3^B■cfc*o 
[0081 1 

*c>ic»*ui±s x^;u. :^pe^i/ 
»$L<. R' fccti; R' 

[0082] 

R^ I*. At (tittlCXeP^^Ji^/SLTL^TtJ: 
[lb 54] 
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atom "nitrogen-containing heterocycle " as, 1 through 3 which 
is chosen from nitrogen atom , sulfur atom and oxygen atom 
you canlist 3 or 8 -member nitrogen-containing heterocycle 
furthermore may include heteroatom . 

As embodiment , for example aziridine , azetidine , 
morpholine , thiomorpholine , piperidine , piperazine , 
pyrrolidine , hexamethylene imine , heptamethylene imine , 
hexahydro pyrimidine ,1,4- [jiazepan ], 4 and 5 -dihydro 
-imidazole and you can list these unsaturated ring amine 
(Example, such as 1, 2, 5 and 6 -tetrahydropyridine ) etc. 

morpholine , piperidine , piperazine , pyrrolidine etc is 
desirable even among them. 

In said "optionally substituted nitrogen-containing heterocycle 

in for example aforementioned "optionally substituted 5 to 
7 member saturated ring amino ", "substituent " as, it can 
usethose which it illustrated "substituent " as. 

number of substituents is, for example 1 to 5 , preferably 1 
through 3 . 

When number of substituents is 2 or more , each substituent 
may be being same,differing. 

[0081] 

R<sup>l</sup> and R<sup>2</sup>, with preferably , 
C<sub>l- 6</sub>alkyl , furthermore are preferably , methyl , 
ethyl , propyl etc. 

In addition, when R<sup>l</sup> and with nitrogen atom 
where R<sup>2</sup> isadjacent piperidino , pyrrolidine -1- 
yl , piperazme -1- yl etc are formed, it is desirable. 

In addition, at least one of R<sup>l</sup> and 
R<sup>2</sup>, when optionally substituted C<sub>l- 
6</sub>alkyl isshown is desirable, especially, when 
R<sup>l</sup> and R<sup>2</sup> togethershow optionally 
substituted C<sub>l- 6</sub>alkyl ideal. 

[0082] 

R<sup>2</sup> with Ar may form spiro ring. 

for example Ar formula 
[Chemical Formula 54] 



(St* . n it 1 tiil\L 4 (Dmi&^7Ft)XUttlh 
ISr-fey . Y A<>^b:/-efc«>li^. R' I* Ar tt 



When with ring which is displayed with (In Formula, n shows 
integer of 1 to 4 . ), Y is the methylene , R<sup>2</sup> with 
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At to be able form spiro ring, as said spiro ring, for example 
[Chemical Formula 55] 



k{Aimt N i:^-(CH2)k-T?illiS-r^>)l* 1 

[0083] 

tmm^mmitLxm^^Ltzt(f)i)mii^*i 

[0084] 

xe(I)ICfclNT. gP^i^<ijt5C:Ar-Y-N(R')R'(jC4^ 



at 56] 



You can list (In Formula, as for k (Ar ring and N - with 
(CH<sub>2</sub> ) k- hitch it does ) integer of 1 to 4 , as for 
theother symbol same meaning as description above is 
shown. ) etc. 

[0083] 

R<sup>2</sup> with nitrogen atom and Y which are adjacent 
may form the optionally substituted nitrogen-containing 
heterocycle . 

Here, "optionally substituted nitrogen-containing heterocycle 
" as, you can list those which it illustrated with 
theaforementioned R<sup>l</sup> and nitrogen atom where 
R<sup>2</sup> is adjacent itforms "optionally substituted 
nitrogen-containing heterocycle " as. 

[0084] 

In Formula (I ), as preferred example of partial structure 
type:Ar-Y-N (R<sup>l</sup> ) R<sup>2</sup> (symbol in 
Formula shows same meaning as description above. ), the for 
example 



COY COTf 



[Chemical Formula 56] 
Me 



Me 



Me 



ccro 'oxo ~ oxo 



Me 



[it 57] 



[Chemical Formula 57] 
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ccfr ccrr ccro 



Me 

OH ^ Me 

Me 



0X0 ccro 




58] [Chemical Formula 58] 



[^1^ 59] [Chemical Formula 59] 

ccro. aire airo 
ecrsr'a^o'oc;ro ' 



Me 



^jri: A<^lf b;tX^o Such as is listed 

[0085] [0085] 

^{l)'n^^tii>it'^^(Do'^ s Ar A<-?-*l-?*iS Among compound which are displayed with Formula (I ), Ar 

jftS^ ^LTl^t4><fcl^S therespective optionally substituted system 

[ -( 1 60] [Chemical Formula 60] 
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Oa.co..Ct7..CQ„Cy. 



-C0NR*'-,-NR''C0-,-CH=CH-C0NR''- * tz It 
■^—AtzfzL.X A<-S02NH--Cfc-i>tt. At li. 



[^b6l] 




Ring which is shown with [In Formula, as for single 

bond or double bond , as for n integer of 1 to 4 it shows ]; X 
-C0NR<sup>8c</sup>-, -NR<sup>8c</sup>C0-, 
-CH=CH-C0NR<sup>8c</sup>- or 
-SO<sub>2</sub>NR<sup>8c</sup>-(R<sup>8c</sup> 
shows hydrogen atom or C<sub>l- 6</sub>alkyl . );Y 
spacer ; of number of atoms 1 through 6 of main chain 
[However, when X -S0<sub>2</sub>NH- being, as for Ar, 
respective optionally substituted ] 

[Chemical Formula 61] 




ST'fcy;X A<-CONH-. A^O Ar i3<^l^'/\£^ 

t K □ X:i-+-9-tf t°><C I t:fc i) t 

)[^VUi^]X'h^^t-^mitzf£L. N-[2-(N,N- v> 

^;u75/)y^;L-6-xh^'J-;u]-4-tf7i-'j;u 

-S^b^^KfctiL . N-[2-(N,N-e?>^;i/7'5/)y5^ 

It. S(i'-i), a'-2), a'-3), (r-4)» a"-5). a'-^), 

(i'-7). (r-8)s (r-9)Sfci*(r-io)-c^$4i*<b^ 
fite^a')^ (I'-i)^ (i'-2), (r-3). (r-4), (r-5), 

(r-6). (r-7), (r-8)> (^-9)J3<fe^;(^-10)l3J3l^-C, 
[<b 62] 



When; X -CONH-, and Ar is any of benzopyran , dihydro 
benzopyran , dihydro benzoxazine , dihydro benzoxazole or 
the tetrahydro benz oxazepine with ring which is shown with 
(symbol in Formula shows same meaning as description 
above. ), as for Ar<sup>l</sup> it isnot a optionally 
substituted biphenyiyl ] compound which is (However, N- [2 - 
(N, N- dirhethylamino ) methyl -6- [tetorariniru ] ] - 4 
-biphenyiyl carboxamide are excluded), as for compound 
(However, N- [2 - (N, N- dimethylamino ) methyl -6- 
[tetorariniru ] ] - 4 -biphenyiyl carboxamide are excluded) 
which isdisplayed with namely, type (!' ), it is a novel 
compound . 

In addition, formula (I'-l ), (r-2 ), (I'-3 ), (r-4 ), (F-S ), (I'-6 ), 
(1-7 ), (T-S ), (I'-9 ) or you canlist compound etc which is 
displayed with (I'-IO ) as preferred example of the compound 
which is displayed with type (F ). 

In aforementioned system (V ), (I'-l ), (I'-2 ), (r-3 ), (r-4 ), 
(r-5 ), a'-6 ). a'-7 ), (r-8 ), (r-9 ) and(r-IO ), formula 

[Chemical Formula 62] 




H 



[^tp(Dtm{tmutmMmt:yF-t]^x'7F^h 



As for ring which is shown with [symbol in Formula shows 
same meaning as description above ] etc, in substitutable 



Page 79 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 

*Lfcria»»j/i<«i6ife)*vi). 

^U. sec-:^5';i's tert-:?^;i/. 'O^'^U. 'N+i/ 
[0086] 

<b^i«!i(i)*fci*(r)0)^tLxi*. «yjt.ii. mm 

«l«figS<!:<7)^O)»®^t0iJ.!:L-CI±. M^li. 

^^Uv't^A^. V^^vi/'!7A^. ^WJ^i^tiii 
<7)7;U*'J±S^Ji^;7;U5-0A^^Ci:A<^ 

'J^5^;U75>. h'Jx^;U75>. t°ijv>. If =1 
x^y— ;U75>, i?x^y— ;u75>. hU 
x^y-;U75>. -:?v^P<^+i/;U75>s n,n- 
e?K>i?;ux5^L/>i;75>^i:i:<!:(7)^;!)<^lft) 

^«!li?<!:a)ma>»®'ii:^J<S:Lri*. ■M^lis ^ 
vU'f^K. 'J'x^^. □M'?^, 'J 
p-h;ux>7>;u7t^>K. 3-'^pp3cESK'Jf 

igS1475yK<!:0^<7)»Ji<j:^J<!:LT(is •(JiJx 
A<^(f ^tt75/^i:(7)^(7)Ji?Ji^i:15iJtL 

^■r^ii^, 7;i/:^'J^S^(l5iJ^li. :^h'JO 
A^. *g't7A^^j:t*). 7;u*'J±!®*M^((M 
xi*. *;uv't7A^. /■?'j';7A 
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position .furthermore 1 through 3 optionally substituted . 

As substituent a this way, you can list "substituent " which 
was illustrated inaforementioned Ar. 

C<sub>l- 6</sub>alkyl -carbonyl , halogenation which, 
formyl , halogenation is possible even among them to be done 
the C<sub>l- 6</sub>alkyl sulfonyl , halogenation which is 
possible to be done C<sub>l- 6</sub>alkyl which is possible 
to bedone (Such as example and methyl , ethyl , propyl , 
isopropyl , butyl , isobutyl , s-butyl , t- butyl , pentyl , hexyl ), 
cyano , hydroxy etc is desirable. 

[0086] 

conq)ound (I ) or as salt of (I' ), of for example inorganic base 
of salt , ammonium salt , organic base of salt , inorganic acid 
of salt , organic acid sah etc of salt , basic or acidic amino 
acid islisted. 

As preferred example of salt of inorganic base , you can list 
for example sodium salt , potassiiun salt or other alkali metal 
salt ;calcium salt , magnesium salt , barium salt or other 
alkaline earth metal salt jaluminum salt etc. 

As preferred example of salt of organic base , you can list salt 
of the for example trimethyl amine , trietiiylamine , pyridine , 
picoline , ethanolamine , (Uethanolamine , tiiethanolamine , 
dicyclohexyl amine , N, N- dibenzyl ethylenediamine etc. 



As preferred example of salt of inorganic acid , you can list 
salt of the for example hydrochloric acid , hydrobromic acid , 
nitric acid , sulfuric acid , phosphoric acid etc. 

As preferred example of salt of organic acid , you can list sah 
of the for example formic acid , acetic acid , trifluoroacetic 
acid , fumaric acid , oxalic acid , tartaric acid , maleic acid , 
citric acid , succinic acid , malic acid , methane sulfonic acid , 
benzenesulfonic acid , p-toluenesulfonic acid , 3- chloro 
benzoic acid etc. 

As preferred example of salt of basic amino acid , you can list 
salt of the for example arginine , lysine , ornithine , etc you 
can list salt of for example aspartic acid , glutamic acid etc as 
preferred exan^le of the salt of acidic amino acid . 

pharmacologically acceptable salt is desirable even in these 
salt. 

for example compound (I ) or (I' ), when it possesses acidic 
functional group , alkali metal salt (Such as for example 
sodium salt , potassium salt ), mayform alkaline earth metal 
salt (Such as for example calcium salt , magnesium sah , 
barium salt ) or other inorganic salt , anunonium salt etc. 
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[0088] 



'ox%^^w\thzt{z^i')ifi^m^i^^m 

[0089] 
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In addition, compound (I ) or (V ), when it possesses basic 
functional group , mayform acetate , sulfate , phosphate , 
hydrobromide or other inorganic salt ; or acetate , maleate , 
fumarate , succinate , methane sulfonate , p-toluenesulfonic 
acid salt , citrate , tartrate or other organic salt . 

[0087] 

confound (I ) and (I* ) (Below, the compound of this 
invention there are times when you briefly describe. ) is good 
with whichever of anhydride , hydrate . 

In case of hydrate , it is possible to have possessed water 
molecule ofO.5 or 3, furthermore, the compound of this 
invention may be done label with corresponding element 
(Such as example and <sup>3</sup>H, <sup>14</sup>C, 
<sup>35</sup>S ). 

[0088] 

When the compound of this invention , optical isomer , 
configurational isomer , positional isomer , rotational isomer 
is contained, as it is contained, these as the compound of this 
invention with synthesis technique , isolation technique of 
itself public knowledge it can acquire each one as the single 
article . 

When optical isomer exists in for example the compound of 

this invention , also optical isomer which is dividedfrom said 
compound is included in the compound of this invention . 

It can produce said optical isomer , with itself known 
method . 

Concretely, optically active synthetic intermediate is used, or, 
following mixture of racemate of final product to 
conventional method , you obtain optical isomer by optical 
resolution doing. 

[0089] 

As optical separation method , it can use fractional 
recrystallization method , chiral column method , 
diastereomer method etc which is detailed below the itself 
known method , for example . 

1) fractional recrystallization method 

racemate and optically active compound (for example (+) 
-mandelic acid , (-) -mandelic acid , (+) -tartaric acid , (-) 
-tartaric acid ,(+)-! -phenethylamine , (-) - 
1-phenethylamine , cinchonine , (-) such as -cinchonidine , 
brucine ) with forming salt , method . whichseparates this 
with fractional recrystallization method , passing by 
neutralization step due to desire,obtains optical isomer of free 
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[0090] 

A(+^;u*7A)ic3!)N(+T^^i8t-rs:^J£o 

ENANTIO-OVM(l — V— aS!t)fe^tMi. ^ ^ 
-tJUttSi CHIRALv'J-Xni:i:a)^^;U*-7A 

T^^mmms ^^mm^^ 

CP-Chirasil-DeX CB(i;-x;^^^'>rx>Xtti!i) 

fci* 1,2 mr^y^^-r^ii^. i^ib^JKotife^ 

S14^i:^*l^(15t]^(f . MTPAC Of -^h^v- 0^ 
-15 s ^;|6B^^b^1^g6<*;U7t^>^S^ ^"^^^ 

g^b^!K!)t3t^S1±T5>*fc(*7;U=3- 
tt75K<*Sfcl*xxi^;H*<7)v7XTbpJ-v- 

^)^SI$tifcv7XxU;t-^-(is mi}U7i(.^M& 

[0091] 

aii^ff^TT'Bim^B^^l^cfc^SJ&l^cfcy^b 
^!t«!)(r)l3^1li'rs^b^!fei. -r^i:^o*>»^fi^l- 
K^bs Ste. »n7K»«ll*e-LT^b^?«o(r)lc 

gzL"C^b^1^g(r)l^^<b-r^1b^1«D^L^9o 



[0090] 

2) chiral column method 

Applying racemate or its salt on column (chiral column ) for 
optical isomer separation , method . which itseparates 

In case of for example liquid chromatography , 
ENANTIO-OVM (Tosoh supplied ) or, mixture of optical 
isomer is addedto Daicel supplied CHIRALseries or other 
chiral column , optical isomer is separated water and various 
buffer (for example phosphate buffer ), as solution which 
organic solvent (Such as for example ethanol , methanol , 
isopropanol , acetonitrile , trifluoroacetic acid , diethylamine ) 
alone or is mixed by developing. 

In addition, in case of for example gas chromatography , 
using CP -Chirasil-DeX CB (GL Sciences, Inc. make) or 
other chiral column , itseparates. 

3) diastereomer method 

After designates mixture of racemate as mixture of 
diastereomer with optically active reagent , and chemical 
reaction passing by conventional separation means (for 
example division recrystallization , chromatographic method 
etc), etc designating thisas single substance , method . which 
obtains optical isomer by separating the optically active 
reagent site due to hydrolysis reaction or other chemical 
treatment 

When for example the compound of this invention hydroxy or 
1, it possesses secondary amino in intramolecular ,said 
compound and optically active organic acid (for example 
MTPA {;al -methoxy -;al - (trifluoromethyl ) phenylacetic 
acid }, (-) -menthoxy acetic acid etc) etc it attaches on 
condensation reaction and it canacquire respective ester or 
diastereomer of amide due toespecially. 

On one hand, when the compound of this invention has 
carboxylic acid group , said compound and optical activity 
amine or alcohol reagent it attaches on condensation reaction 
and respective amide or the diastereomer of ester is acquired 
due to especially. 

diastereomer which is separated attaches on acid hydrolysis or 
basic hydrolysis reaction and isconverted to optical isomer of 
original compound due to especially. 

[0091] 

As for prodrug of compound (!' ), under menses condition in 
in-vivo reaction oxidation , reduction and hydrolysis etc 
happen in compound , namely enzymatic which with such as 
enzyme is converted to compound (P ) withand stomach acid 
and it is compound where hydrolysis etc happens with the 
compound , stomach acid etc which changes in compound (P ) 
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!|^5(r)(»*;u7K+v;u**<x^;ux7.^;Hb."7 

it. v>f^;u75>'p»^;ux7.x;u<b. tf/<P'(';u 
:*-+i/>5^;uxxx;u^b, xi«.+i/*JU/-K-;u^ 
+«>xT;uxxx;Hb. •7^'J-^;uxxx;Mb. 
(5->^;i/-2-:t+V-l,3-i?:f+VU>-4-'f;U)p'T 
;UX7.x;Kb. '>^'P'N:^^->;u:i-:^ri/^^U7t<ii 
;ux^;ux;^x;Hb, >^;i/75Rb$*iy=<b^ 

z b ^b ^ I* S ^ *n 0) :^ ic J: -3 T < b 

Sfc. 'lb^!|^3(r)a>:^PK^-y^ii. iaJii»j£ 

1990 ^TijrEI|S&a)g3fgjm 7 #5^^i6Bt 163 

MA^b 198 ii-feK$nTi^-5<fe5^f. ±aw 

^WX'it-^m')l-^ittht(DVib^Xt,i: 
l\ 

[0092] 

W09838156. W09532967. EP-A533266 ^tif(C 

ie®(»:^j£, ih^iMtzhizmt^lsmzLtz 
jjffc\ mmt-^mtLxmi^^h^it-^^ixti^i 



[0093] 

TIB0)[S{3gj£ l]^^L^^Mitj^ 6]lc^oL^r.7 
;u^;HbSJSs iiD7K^i-<8SfS. 75/'(bJ6JS:» 
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and changes in compound (F ). 

As prodrug of compound (F ), amino group of compound (F ) 
to acylation , alkylation , phosphoric acid compound which is 
converted [amino group of example and compound (I' ) 
eicosanoyl conversion, alanyl conversion, pentyl amino 
carbonylation , (5 -methyl -2- oxo -1,3- dioxolene -4- yl ) 
methoxycarbonyl conversion, tetrahydrofuranyl conversion 
and pyrrolidyl methylated , pivaloyl oxy methylated , t- 
butylated is done such as compound which ]; hydroxy group 
of compound (I* ) acylation , alkylation , phosphoric acid 
conversion and to boric acid compound which is converted 
(hydroxy group of example and compound (F ) acetylation , 
palmitoyl conversion, propanoyl conversion, pivaloyl 
conversion, succinyl conversion, fiimaryl conversion,alanyl 
conversion and dimethylamino methyl carbonylation is done 
such as compound which ); compound [carboxyl group of 
example and compound (F ) ethyl esterification , phenyl 
esterification , carboxymethyl esterification , dimethylamino 
methyl esterification , pivaloyl oxy methyl esterification , 
ethoxy carbonyl oxy ethyl esterification , phthalidyl 
esterification , (5 -methyl -2- oxo -1,3- dioxolene -4- yl ) 
methyl esterification , cyclohexyloxy carbonyl ethyl 
esterification , methyl amidation is done suchas compound 
which ] etc which esterification , amidation is done you can 
list carboxyl group of compound (F ). 

With itself known method it can produce these compound 
from compound (F ). 

In addition, prodrug of compound (F ) seems that from 
Hirokawa Shoten 1990 publication "Development of drug " 
Vol.7 molecular design 163page is stated in 198 page , it is 
possible to besomething which with physiological condition 
changes in compound (F ). 

[0092] 

As for the compound of this invention , method of stating in 
itself known method , for example WO 9838156, WO 
9532967, EP -A533266 etc. Or following to method which 
quasi- is made this, it can produce. 

Below you detail for example the compound of this 
invention , [production method 1 ] or [production method 6 ], 
or it can produce with method which corresponds to this. 

Furthermore, compound which is used as starting material 
compound (11 ) or it is possibleto use (XI ), respectively as 
salt. 

As salt a this way, it can use those which it illustrated before 
compound which was inscribed (I ) or as salt of (F ). 

[0093] 

Description below [production method 1 ] or in [production 
method 6 ], when alkylation reaction , hydrolysis reaction , 
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(ORGANIC FUNCTIONAL GROUP 
PREPARATIONS)^ 2 ffi^ T^x5>V^:^UXtt 
(ACADEMIC PRESS, INC.)1989 ^^-ziyzf') 

(Comprehensive Organic Transformations) VCH 
Publishers Inc.,1989 ^^\m::-UW.0)l5'MUi: 

[0094] 

[ « ifi J£ 1] *c (I) I- r X A< 

-(CH2)w3C0NR''(CH2)„4- T' i) <b ^ (la) l± . 
^J^(iTtB75K^bSf&lcJ;o-CS3i^F*T.4. 



(TSK-lbSfS) 
[<b 63] 

.I* 



amination reaction , esterification reaction , amidation 
reaction , esterification reaction , etherification reaction , 
oxidation reaction , reduction reaction etc is done, 
thesereactions are done, following to itself known method . 

for example Organic Functional Group Preprations (organic 
FUNCTIONAL GROUP PREPARATIONS ) 2 nd edition , 
Academic Press corporations (Academic Press, Inc. ) 1989 
publications; you can list method etc which is stated in 
comprehensive *organic *trans formation (Comprehensive 
organic Transformations ) VCH PuWishers Inc., 1989 
publication etc as the method a this way. 



[0094] 

X - as for compound (la ) which is a (CH<sub>2</sub> ) 

<sub>w3</sub>CONR<sup>8a</sup> (CH<sub>2</sub> ) 
<sub>w4</sub>-, isproduced with for example 
below-mentioned amidation reaction in [production method 
1 ] Formula (I ). 

(amidation reaction ) 

[Chemical Formula 63] 



Ar -(CHJ,3~C00H + HN-(CH,)w4— Ar-~Y-N(^ 
(II) (III) •.. " • 



I /» 
Ar'-(CH,),3-COII— (CHp.4 —kr—f—H^^ 

(la) \ f 



[SC^.R"* l**lfelS^*fcl*/Nny><b**iT 



IS^/\P'^^Mb^F^^TL^TtJ:L^ ClsT^U^-ZUJ 

mi^^ls mf3<t ^ti^o 



[In Formula, as for R<sup>8a</sup> hydrogen atom or 
C<sub>l- 6</sub>aIkyl which halogenation is possible to be 
done; as for other symbol same meaning asdescription above 
it shows ] 

said "halogenation C<sub>l- 6</sub>alkyl which is possible 
to be done" as, in aforementioned "optionally substituted ring 
condition basis", it can use those which itillustrated 
"substituent " as. 

Below-mentioned "method which uses dehydration 
condensation agent " with "method which uses reactive 
derivative of catboxy " is included in said "amidation reaction 



tf 

[0095] [0095] 
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l4THF)Jii:A^^lfb*il)o 

-|liil±^)ii:a)SiJ^T';l^LTffl 

[0096] 

r^»jtLT:i±.<5iJ?Lii 

1) 15i|^ii7;u*'J#ll*tciiT;u*'J±li*M 

Tk^^b^'JO A. ^K^^b^^Uv-t^A/j: 

if). 7)\^-fj*mm^tz\tT)\^i3')±m^m0T 

't?Ai/-fV:^Ptf;U75h\ 'jT':7Avv'^a'N+ 
i/;i.75h\ 'J^';7A'^=^F^tP<^^^i?i'7i^h^ -)- 

■9-;t^;ui;vvvK'Sf<f).7;u*'J^«^fc(i7 
JU:^'J±^^McD<5li»7;un^vK(^. i-h') 
-t^Ayh+vK. :M-'J':?Axh=V^vh\ ^'J-t^A 

2) 0iJxli. 7;u*'J^S*/i(i7;u*'J±^# 
McDTK^ibWK 7K^1b:>-KU't7A. TKil^b* 
U-^A, TKK^b'Jf^'^A, TKil^b/^'J-^A^C 

i*). 7;u*'j^R*fci*7>u*'J±?i*JSa)j^ 
s*m*'j't?A<ci:yd:ir(7)ai«i^S;fcj:t; 

2)m7Llt. h'jx^;u75>. v'rv:^pe;ux^ 

' J > , DBU( 1 ,8- 7 e ^ n C 5 .4.0 ] 't? > T 
7.-7-X>),DBN(l,5-v7¥lf-><7P[4.3.0]y> 
-5-x>/d:t*ro75>IS;<5iI^lie'Jv>. -fS^V^ 
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method which uses i) dehydration condensation agent 

compound (III ), compound of 1 to 5 equivalent (II ), and 
dehydration condensation agent of 1 or 2 equivalent ,it reacts 
in inert solvent . 

According to need, it is possible 1 -hydroxybenzotriazole to 
(HOBT ) and/or catalyst amount of 1 or 1 .5 equivalent or 
under coexisting of base of 5 equivalent to react, 

said "dehydration condensation agent " as, for example 
dicyclohexyl carbodiimide (DCC ), 1 -ethyl -3- you can list (3 
-dimethylaminopropyl ) carbodiimide acetate (WSC )etc. 

WSC is desirable even among them. 

"inert solvent " As, for example nitrile solvent (preferably 
acetonitrile ), amide type solvent (preferably DMF ), 
halogenated hydrocarbon solvent (preferably 
dichloromethane ), you can list ether solvent (preferably 
THF ) etc. 

Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

[0096] 

"base " As, for example 

1) hydride of for example alkali metal or alkaline earth metal 

(Such as example and lithium hydride , sodium hydride , 
potassium hydride , calcium hydride ), amides of alkali metal 
or alkaline earth metal (Such as example and lithium amide , 
sodium amide , lithium diisopropyl amide , lithium 
dicyclohexyl amide , lithium hexamethyl disilazide , sodium 
hexamethyl disilazide , potassium hexamethyl disilazide ), 
lower alkoxide (Such as example and sodium methoxide , 
sodium ethoxide , potassium t- butoxide ) or other strong 
base ; of alkali metal or alkaline earth metal 



2) hydroxide of for example alkali metal or alkaline earth 
metal (Such as example and sodium hydroxide , potassium 
hydroxide , lithium hydroxide , barium hydroxide ), carbonate 
of alkali metal or alkaline earth metal (Such as example and 
sodium carbonate , potassium carbonate , cesium carbonate ), 
bicarbonate (Such as example and sodium hydrogen 
carbonate , potassium hydrogen carbonate ) or other inorganic 
base ; of alkali metal or alkaline earth metal and 

3) for example triethylamine , diisopropyl ethylamine , N- 
methylmorpholine , dimethylamino pyridine , DBU (1 and 8 
-diazabicyclo {5.4 . 0} [undesu ] - 7 -en ), you can list DBN 
(1 and 5 -diazabicyclo {4.3 . 0} non -5-en ) or other 
amines ;for example pyridine , imidazole , 2, 6-lutidine or 
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/\p>r>'(bm<b7Km^j^SS, ^^mWM 



2002-1-9 

Other basic heterocyclic compound or other organic base etc. 

triethylamine , 4- dimethylamino pyridine etc is desirable 
even in base which you inscribed. 

reaction temperature is room temperature (Similarity of 0 to 3 
0 deg C, or less) usually. 

reaction time for example 10 or is 24 hours. 

[0097] 

method which uses reactive derivative of ii) carboxy 

reactive derivative of compound (11 ) and compound (111 ) of 1 
to 5 equivalent (preferably 1 through 3 equivalent ), it reacts 
in inert solvent . 

According to need, it is possible to react under coexisting of 
the base of 1 or 10 equivalent , preferably 1 through 3 
equivalent . 

compound (II ) "reactive derivative " as, for example acid 
halide (Such as example and acid chloride , acid bromide ), 
mixed acid anhydride (Example, C<sub>l- 6</sub>alkyl 
-carboxy lie acid , C<sub>6-10</sub>aryl -carboxy lie acid or 
C<sub>l- 6</sub>alkyl carbon dioxide such as acid 
anhydride ), you can list active ester (Example, optionally 
substituted phenol , 1- hydroxybenzotriazole or N- hydroxy 
succinimide such as ester ) etc. 

In said "optionally substituted phenol for example halogen 
atom (Such as example and fluorine , chlorine , bromine , 
iodine ), C<sub>l- 6</sub>alkyl , halogenation which nitro , 
halogenation is possibleto be done you can list C<sub>l- 
6</sub>alkoxy which is possible to be done "substituent " as. 

number of substituents is for example 1 to 5 . 

said "halogenation C<sub>l- 6</sub>alkyl which is possible 
to be done", "halogenation C<sub>l- 6</sub>alkoxy which is 
possible to be done" as, in aforementioned "optionally 
substituted ring condition basis", it can use those whichit 
illustrated "substituent " as. 

As embodiment of "optionally substituted phenol ", you can 
list for example phenol , penta chlorophenol , 
pentafluorophenol , p-nitrophenol etc. 

reactive derivative is preferably acid halide . 
[0098] 

"inert solvent " As, you can list for example ether solvent , 
halogenated hydrocarbon solvent , aromatic type solvent , 
nitrile solvent , amide type solvent , ketone solvent , sulfoxide 
solvent , water etc. 
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^f*^r-t, 7-t:h-h'J;U, THF, i/^7Qa>$>. 

So 

SftjSltl*. a;t-20 deg C 'Eft>L 50 deg C, 

<i4i^i:i^Li8^rar'a&*o 

[0099] 

m?Llts 6— 75/— 2— (N,N— vy5^;U75y)-?i 
^;i/irh7U>*fcl*f'(D^I*.W09838156 |C 

6-75/ 2,3-vtKP-l-(2-V-^^^U75yx 
5^;U)-lH-^>K-;U.6-7£A3,4.vtKP-4-(2- 
i^><^;U75/X^;i/)-2H-l,4.^>l/;i-+-9-i^> 
Jjfirl*. W09532967 lCi2S(Z)^JSlCLfc*^o 

it:Ar'-(CH2)w3-S020H (5$ 4^(7)15-^1* 
fcl*jt:Ar'-(CH2)w3-SOOH (iC^^CDS-^-limjIB 



[0100] 

[ ^ ?i 2] jC (I) IZ l^ T X 



-{CH2)w3COO(CH2)w4-"C'&^^b^ifel(Ib)li.'&»lx 
|fTiexXx;U<bSJBlcJ:oTiaig?*l*o 



[it 64] 



Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

acetonitrile , THF , dichloromethane , chloroform etc is 
desirable even among them. 

"base " As, it can use those which are similar to description 
above. 

said base is preferably , sodium hydride , potassium 
carbonate , sodium carbonate , sodium hydroxide , potassium 
hydroxide , sodium hydrogen carbonate , potassium hydrogen 
carbonate , triethylamine , pyridine etc. 

reaction temperature usually - is 20 deg C or 50 deg C, 
preferably room temperature . 

reaction time , usually 5 min or 40 hours, is preferably 1 
through 1 8 time. 

[0099] 

It can produce compound (III ), with itself known method . 

Following to method which is stated in WO 9838156 it can 
produce the for example 6*amino -2- (N, N- dimethylamino ) 
methyl tetralin or its salt . 

In addition, 6 -amino 2, 3- dihydro -1~ (2 -dimethylamino 
ethyl ) - 1 H-indole , 6-amino -3, 4- dihydro -4- (2 
-dimethylamino ethyl ) - following to method whichis stated 
in WO 9532967 it can produce 2 H-1, 4- benzooxazine etc. 



When from sulfonic acid , which is displayed with 
type:Ar<sup>l</sup>- (CH<sub>2</sub> ) 
<sub>w3</sub>-SO<sub>2</sub>OH (symbol in Formula 
shows same meaning as description above. ) or sulflnic acid 
which is displayed with type:Ar<sup>l</sup>- 
(CH<sub>2</sub> ) <sub>w3</sub>-S00H (Basis in 
Formula shows same meaning as description 
above. ),sulfonamide derivative or sulfme amide derivative 
which corresponds respectively is produced, itcan be adapted 
above-mentioned "metiiod which uses reactive derivative of 
carboxy 

[0100] 

X - as for compound (lb ) which is a (CH<sub>2</sub> ) 
<sub>w3</sub>C00 (CH<sub>2</sub> ) <sub>w4</sub>-, 
isproduced with for example below-mentioned esterification 
reaction in [production method 2 ] Formula (I ). 

(esterification reaction ) 

[Chemical Formula 64] 
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Ar'-(CH,),J-C00H + H0-{CH,),4-Af-T-M^ ^ 

(II) (iw / ■ 



Ar-(cig,}-coo--(CHp«4- 

(Ib) 



-Ar— Y-nC 



ii^^ l ''cCl^L 10 ^S. »*L<I± l 

[0101] 

So 

SlSaitlis ai«-20 deg C <^:l^L 50 deg C. » 

<lil3ti:L^L18B#feT^&*o 
[0102] 

[i{3i;i 3]5C(I)l::fcl^T X A^-(CH2)wiO(CH2)w2- 
(SircfeoTiiiS^HSo 



[symbol in Formula shows same meaning as description 
above ] 

reactive derivative of compound (II ) and compound (IV ) of 
1 to 5 equivalent (preferably 1 through 3 equivalent ), it reacts 
in inert solvent . 

this reaction , usually, is done under coexisting of base of 1 or 
10 equivalent , preferably 1 through 3 equivalent . 

compound (II ) "reactive derivative " as, it can use those 
which are similar to descriptionabove. 

acid halide is desirable even among them. 
[0101] 

"inert solvent " As, you can list for example ether solvent , 
halogenated hydrocarbon solvent , aromatic type solvent , 
nitrile solvent , amide type solvent , ketone solvent , sulfoxide 
solvent etc. 

Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

acetonitrile , dichloromethane , chloroform etc is desirable 
even among them. 

"base " As, it can use those which are similar to description 
above. 

said base is preferably , sodium hydride , potassium 
carbonate , sodium carbonate , sodium hydroxide , potassium 
hydroxide , sodium hydrogen carbonate , potassium hydrogen 
carbonate , triethylamine , pyridine etc. 

reaction temperature usually - is 20 deg C or 50 deg C, 
preferably room temperature , 

reaction time , usually 5 min or 40 hours, is preferably 1 
through 18 time. 

[0102] 

X - as for compound (Ic ) which is a (CH<sub>2</sub> ) 
<sub>wl</sub>0 (CH<sub>2</sub> ) <sub>w2</sub>-, 
isoroduced with for example below-mentioned etherification 



/T \ 
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reaction in [production method 3 ] Formula (I ). 
(etheriflcation reaction ) 
[Chemical Formula 65] 



Ar -{CH,),, -L 

00 



+ HO-(Ciy,? — Ar— y-N(^ 



(It) 



Ar -(CH,),, — 0— (cHpwi 



3F^^rl,^•Ct J:t^ C,.6 7)l'^)VX)l^ts-)l't^ 

m.^^(r>mt. m7L[t i '^i:l^L 3 <i-cfc§, 

-;U;i-+->J0m«:eili:LTtt, ^>-if>^;i/7h 

iSrujiSiSjii, ff^Uli. /\py>ll?-(0iJ, 
4r->, h'J7;u;l-p>^>7.;u7^-;u:<-^v, p-h 

[0103] 

<b^!fei(iv)i:3^ 1 /<^l^L 5 ^a(»^L<li 1 Jtf 
r^gjtLTIi, B^riEi:l^«<7)ta)A<ffll^b4^ 



[In Formula, as for L leaving group , as for other symbol 
thesame meaning as description above it shows ] 

It is shown with L, for example halogen atom (Such as 
example and chlorine , bromine , iodine ), C<sub>l- 
6</sub>alkyl sulfonyloxy which halogenation ispossible to be 
done (Such as example and methane sulfonyloxy , ethane 
sulfonyloxy , trifluoromethane sulfonyloxy ), you can list 
optionally substituted C<sub>6-10</sub>aryl sulfonyloxy , 
hydroxy etc "leaving group " as. 

In said "optionally substituted C<sub>6-10</sub>aryl 
sulfonyloxy ", for example halogen atom (Such as example 
and chlorine , bromine , iodine ), you can list C<sub>l- 
6</sub>aIkyl or C<sub>l- 6</sub>alkoxy etcwhich 
halogenation is possible to be done "substituent " as. 

number of substituents is for example 1 through 3 . 

As embodiment of "optionally substituted 
C<sub>6-10</sub>aryl sulfonyloxy ", you can list benzene 
sulfonyloxy , p- toluene sulfonyloxy , 1- naphthalene 
sulfonyloxy , 2- naphthalene sulfonyloxy etc. 

said "leaving group ", preferably , halogen atom (Such as 
example and chloro , bromo , iodo ), is methane sulfonyloxy , 
trifluoromethane sulfonyloxy , p- toluene sulfonyloxy etc. 

[0103] 

compound (IV ) with compound (V ) of approximately 1 to 5 
equivalent (preferably 1 or 2 equivalent ), it reactsunder 
coexisting of base and in inert solvent . 

"base " As, it can use those which are similar to description 
above. 
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[0104] 

T5h*(DMF). T-trh>. x$y-;Us e'JiJV'Efif 

J5fE;aJSI±liS^)-20 deg C ^i:L^L 100 deg C. 
L<l±M;a^fL^L 80 deg C 

SfS^fBll*. 15iJ>Lli^i?) 0.5 i^^l^fUL 1 BT-fe 
5. 

[0105] 

ISitaSfS-eiis -(b^TOt 0.5 ^i:l^L 5 ^fi 
(»$L<li 1 'Jtl^U 1.5 ^fi)(0<b^ti(iv)<t:^ s 
0.5 /j:l^L 5 ^*(»*L<I± 1 «ft>L 1.5 ^«) 

/\a^*i/<bgl<b7K^m}i!«. m%%W^^^ - 
V^U\^W^^s 7^V^im%. Vh>^jtSI, 

SJSaSli. ji«-20 deg C ^^l^L 50 deg Cs » 

<li 1 ^fL^U 18 ^lfflT?fcS. 
[0106] 



said base is preferably , potassium carbonate , sodium 
hydrogen carbonate , triethylamine , N- methylmorpholine , 
pyridine etc. 

amount used of base is approximately 1 to 5 equivalent 
usually vis-a-vis the compound (V ). 

[0104] 

"inert solvent " As, you can list for example alcoholic 
solvent , ether solvent , halogenated hydrocarbon solvent , 
aromatic type solvent , nitrile solvent , amide type solvent , 
ketone solvent , sulfoxide solvent , water etc. 

Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

acetonitrile , N, N- dimethylformamide (DMF ), acetone , 
ethanol , pyridine etc is desirable even among them. 

reaction temperature is approximately - 20 deg C or 100 deg 
C, preferably room temperature or 80 deg C. 

reaction time is for example approximately 0.5 hours or 1 
day . 

[0105] 

In above-mentioned production method , when leaving group 
is hydroxy , usually ,Mitsunobu reaction can be used. 

With said Mitsunobu reaction , compound (V ) with 
compound (IV" ) of 0.5 or 5 equivalent (preferably 1 or 1.5 
equivalent ),it reacts under coexisting of acetyl dicarboxylic 
acid ethyl of 0.5 or 5 equivalent (preferably 1 or 1.5 
equivalent ), in the inert solvent . 

As inert solvent , you can list for example ether solvent , 
halogenated hydrocarbon solvent , aromatic type solvent , 
nitrile solvent , amide type solvent , ketone solvent , sulfoxide 
solvent etc. 

Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

acetonitrile , dichloromethane , chloroform etc is desirable 
even among them. 

reaction temperature usually - is 20 deg C or 50 deg C, 
preferably room temperature . 

reaction time , usually 5 min or 40 hours, is preferably 1 
through 18 time. 

[0106] 

It can produce compound (IV ), with itself known method . 
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m^it. 3-(N,N-vy^;U75>')>5^;i.-l,2,3,4-x 
h^tKP-7-+/'J>'— ;U,2— {N.N— v>^;U75 

2— e^'Ji^y^f-^Uxh^U^, 2— [2-(N,N 

— vy5=-;u75>')x^;u]— 6— tKn+'>xh7 

'J>, 2— (N,N— i;p«5^;U75/)>5^;U— 7— th* 
□4*>Th7'J>,6— tKa^v— 2— (N— 
75y)P«f^;UTh^'j>^Ct*l*. W09838156 iCfE 

[0107] 

[ M it 4] it (I) IC IN T X A< 
-(CH2)„3NR"CO(CH2)w4- § ^ (Id) I* , 
«i|jltfTae75hMkS(&l^,i:-3ri!{ii**iS. 



(75RbSfS) 



for example 3- (N, N- dimetbylamino ) methyl -1, 2, 3, 4- 
tetrahydro -7-quinolinol , 2- (N, N- dimethylamino ) methyl 
*6*hydroxy tetralin , 6*hydroxy -2- piperidino methyl 
tetralin , 2- [2 - (N, N- dimethylamino ) ethyl ] - 6 -hydroxy 
tetralin , 2- following to method whichis stated in WO 
9838156 it can produce (N, N- dimethylamino ) methyl 
*7*hydroxy tetralin , 6*bydn)xy -2- (N- methylamino ) 
methyl tetralin etc. 



[0107] 

X - as for compound (Id ) which is a (CH<sub>2</sub> ) 
<sub>w3</sub>NR<sup>8a</sup>CO (CH<sub>2</sub> ) 
<sub>w4</sub>-, isproduced with for example 
below-mentioned amidation reaction in [production method 
4 ] Formula (I ). 

(amidation reaction ) 

[Chemical Formula 66] 

,1 



Ar'-(CH,),3-HH + H00C-{CH,)w4 -Ar-V 
(VI) (VII) 



R 



Ar' -(Ciy,3 — HCO— (CHP,4 — *f 



(Id) 



'So 

[0108] 

[ m 5] it (I) IZ L^ T X A< 

-(CH2)w5NHCONR*XCH2)w6- V^^it"^^ (le) 



lit 67] 



[symbol in Formula shows same meaning as description 
above ] 

This production method is done before according to 
production method 1 which was inscribed. 

[0108] 

X - as for compound (le ) which is a (CH<sub>2</sub> ) 
<sub>w5</sub>NHCONR<sup>8a</sup> 
(CH<sub>2</sub> ) <sub>w6</sub>-, isproduced with for 
example below-mentioned urea-forming reaction in 
[production method 5 ] Formula (I ). 

(urea-forming reaction ) 

[Chemical Formula 67] 
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(VIII) 



/ 



Ar'-(CH,>,5-IIH, + «-(CH,),6 — Ar— T-H^ 




(IX) 



- Ar'-<CM^S— «HCO"— (CH,)irt— Ar— Y-li(^ ^ 

(le) ■ 



[0109] 

1.5 ^fiMb-^I^CVlIOir^.ffiSOA^T.^ 

So 

Sf5jae[l*. ji^^-20 deg C ^5^l^L 100 deg 
C. »*L<(im;a^i:L^L 80 deg C "efcS. 

sfE^raii, m^im 0.5 BtRg^fL^L i a-efc 

[0110] 



[symbol in Fonnula shows same meaning as description 
above ] 

[0109] 

compound (IX ) with 1 to 5 equivalent (preferably 1 or 1.5 
equivalent ) compound (VIII ), it reacts under coexisting of 
base and in inert solvent . 

"base " As, it can use those which are similar to description 
above. 

said base is preferably , potassium carbonate , sodium 
carbonate , sodium hydroxide , potassium hydroxide , sodium 
hydrogen carbonate , potassium hydrogen carbonate , 
triethylamine , pyridine etc. 

"inert solvent " As, you can list for example alcoholic 
solvent , ether solvent , halogenated hydrocarbon solvent , 
aromatic type solvent , nitrile solvent , amide type solvent , 
ketone solvent , sulfoxide solvent , water etc. 

Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

acetonitrile , DMF , acetone , ethanol , pyridine etc is 
desirable even among them. 

reaction temperature usually is approximately - 20 deg C or 
100 deg C, preferably room temperature or 80 deg C. 

reaction time is for example approximately 0.5 hours or 1 
day . 

[0110] 

compound (If) where Ar<sup>l</sup> is optionally 
substituted ring gathering aromatic group 
(Ar<sup>2</sup>-Ar<sup>3</sup> ) in [production method 
6 ] Formula (I ) can also produce with for example 
below-mentioned aryl coupling reaction . 

(aryl coupling reaction ) 
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[^b68] 



Ar'-B-L' 

(X) 



+ L — Ar — X — Ar — Y— « 

(XI) ••• 



[Chemical Formula 68] 



Ar — Ar— X — Ar — Y-fl( 
(If) \ 



«IS^;L' l*tK□*i/fc'S)^^li C,.6 T^U^^U 

$;L' ii/\py>(jf *L<i*^m. mm)h^i^ 

[0111] 

^#filSji:LTI*,H<JlB At' tUTfiSJ^Lfct 
tyt^lt. Ar^ fcJ:t; At' tticBfillS^^L 

<5iJ^li,7<7^ -y;* e7(Acta. 
Chemica Scandinavia), 221-230 M> 1993 ^UlC 

[0112] 

1b^!|^!l(X)i: 1 4U^L 3 ^M(»^L<I* l f^l^L 
1.5 ^«)(D<b^1^!l(XI)t$. ^SfcJ:i;il^^ 



[In Fomiula, as for Ar<sup>2</sup> and Ar<sup>3</sup>, 
respective optionally substituted monocyclic aromatic group 
or condensed aromatic group ; as for L<sup>l</sup> hydroxy 
or C<sub>l- 6</sub>alkyl ; as for L<sup>2</sup> halogen 
(preferably chlorine , bromine ) or trifluoromethane 
sulfonyloxy ; as for other symbol same meaning asdescription 
above it shows ] 

[0111] 

It can use those which it illustrated, as aforementioned 
Ar<sup>l</sup> "substituent "/'monocyclic aromatic group 
"condensed aromatic group " as in "optionally substituted 
monocyclic aromatic group or condensed aromatic group " 
which is shown with Ar<sup>2</sup> and Ar<sup>3</sup>. 

Especially, Ar<sup>2</sup> and Ar<sup>3</sup>, when 
with optionally substituted phenyl , 
Ar<sup>2</sup>-Ar<sup>3</sup> is optionally substituted 
biphenylyl together are desirable. 

As for aryl coupling reaction , itself known method , for 
example Acta Quimica [sukanjinabia ] (Acta. Chemica 
Scandinavia ), method of stating in 221 - 230 page , 1993 etc. 
Or following to method which corresponds to this, it is 
possible todo. 

[0112] 

compound (X ) with compound (XI ) of 1 through 3 
equivalent (preferably 1 or 1 .5 equivalent ), it reacts under 
existingof base and transition metal catalyst and in inert 
solvent . 

said "base " as, it can use those which are similar to 
descriptionabove. 

said base is preferably , sodium carbonate , sodium hydrogen 
carbonate etc. 

amount used of "base " approximately is 1 or 10 equivalent 
vis-a-vis for example compound (XI ). 

"transition metal catalyst " As, you can list for example 
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x(h'j7x^;u7t^7>7'-r>)/^7v':7A(o). 

(h'J7xr.;U7^X7'O)-«v'y;U(0)'tC<!:A^^lf^ 

*}LTs m o.qi ^ti^L 1 ^a. »t.L<[tm o.oi 

^cLNL 0.5 ^a-c-fe-t)o 

SfESItlis Ma^^t^L 150 deg C. *?*L<I± 
80 deg C <f l^L 150 deg C 

st5B*Mi*^ iJi^iiii^i 1 nct^L, 48 i^ra-efc^, 

[0113] 

ffIf2rx-x;i/?^j§J®Ji:LTI*, 01)^1^. i^x 
^;ux-x;i/.xh7tKP77>(THF), 1,4-i; 

i,2-i?yh^t/x^r>^t<l:A<fflt,\P,+i 

i^^PP;'^!'^. •j7PP7txyi/A. i,2-i/<7P 
BiifBr75K?^j§j«jtL-cii, m^[t. N.N-i;> 

5h\ N->'^;i/tfP'JK>'Ei:<!: A<ffll^b:h.'i)o 
>^;ux^;U'yh>'Sj:t**<fflt^'3tV'5. 



palladium catalyst , nickel catalyst etc. 

said "palladium catalyst " as, for example tetrakis (triphenyl 
phosphine ) palladium (0), you can list palladium acetate , bis 
(triphenyl phosphine ) palladium (II ) chloride , palladium 
-carbon etc. 

said "nickel catalyst " as, you can list for example tetrakis 
(triphenyl phosphine ) nickel (0) etc. 

amount used of said "transition metal catalyst " approximately 
0.01 or 1 equivalent , preferably approximately is 0.01 or 0.5 
equivalent vis-a-vis compound (XI ). 

reaction temperature room temperature or is 150 deg C, 
preferably approximately 80 deg C or 150 deg C. 

reaction time is for example approximately 1 to 4 8-hour . 

said "inert solvent " as, you can list for example water and 
alcoholic solvent , aromatic type solvent etc. 

Mixing 2 kinds or more at appropriate ratio, it is possible to 
use these. 

Water and ethanol , toluene or other alone or mixed solvent of 
these 2 kinds or more is desirableeven among them. 

[0113] 

Description above "alcoholic solvent " as, it can use for 
example methanol , ethanol , isopropanol , t- butanol etc. 

Description above "ether solvent " as, for example diethyl 
ether , tetrahydrofuran (THF ), it can use 1 and 4 -dioxane , 1, 
2- dimethoxyethane etc. 

Description above "halogenated hydrocarbon solvent " as, it 
can use for example dichloromethane , chloroform ,1,2- 
dichloroethane , carbon tetrachloride etc. 

Description above "aromatic type solvent " as, it can use for 
example benzene , toluene , xylene , pyridine etc. 

Description above "hydrocarbon solvent " as, it can use for 
exan:q)le hexane , pentane , cyclohexane etc. 

Description above "amide type solvent " as, for example N, 
N- dimethylformamide (DMF ), it can use N, N- 
dimethylacetamide , N- methyl pyrrolidone etc. 

Description above "ketone solvent " as, it can use for example 
acetone , methylethyl ketone etc. 

Description above "sulfoxide solvent " as, it can use for 
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[0114] 
[0115] 

B^II^a)#5i:5l::JDL^T, ll*4^b^1«!lA<a^S 
tLTTS/. *;u7K4^v> tKp^^v. *;U7K- 

T^/o^m&tLXit. m?L\i. 7h;u5;i/. c,.6 

v:^;U7fC--/l/^i:i:). C^.^o T=7)V^ 

C7.,4 T=7)\^^)\^t^'y--h)lif^-)\^{m. 
;U7fC-;uni:<!:), H'J^^U. :7^P'r;u, N,N-v-?« 

tert-:^^5';i/v;>'^;uvU tert-:?5^;ui^x^;u 
vU^U'tCif). C2.6 T;U'tr-;m5<J. l-T'J^UJjPt*) 

i®^, a-tj^^fif). 7;up^ 

li-hP^f(t:T-g^$*trurt.i:L^. 
[0116] 

;u. tert-:^^;u?tf t*), C7.1, 77;u4;u 

«5iJ. K'J>^yu*>'J;U, h'Jx5^;ui/U;u, 
;u7i-;u 'J ^1/ . tert-:^5=-;L' V V 'J ;u . 
tert-::^5^;uvxf^;i."><j ^u^ff C2.6 7;L''^r:=.;u 
l-7'j;nEti:yd:i:A<fflt^f>*t*. 



example dimethyl sulfoxide (DMSO ) etc. 

Description above "nitrile solvent " as, it can use for example 
acetonitrile , propionitrile etc. 

[0114] 

In the compound of this invention which it acquires in this 
way, functional group of intramolecular canalso convert to 
functional group of objective due to especially combining the 
chemical reaction of itself public knowledge . 

As example of said chemical reaction , you can list oxidation 
reaction , reduction reaction , alkylation reaction , hydrolysis 
reaction , amination reaction , esterification reaction , aiyl 
coupling reaction , deprotection reaction etc. 

[0115] 

At time of each reacting description above, when starting 
material compound itpossesses amino , carboxy , hydroxy , 
carbonyl as substituent , target compound can be acquired by 
thefact that kind of protecting group which is used for these 
bases generallywith peptide chemistry etc may be introduced, 
after reacting according to need protecting group removes. 

As protecting group of amino , for example formyl , 
C<sub>l-' 6</sub>alkyl -carbonyl (Such as example and 
acetyl , propanoyl ), C<sub>l- 6</sub>alkoxy -carbonyl 
(Such as example and methoxycarbonyl , ethoxy carbonyl , t- 
butoxy carbonyl ), benzoyl , C<sub>7- 1 0</sub>aralkyl 
-carbonyl (Such as example and benzyl 
carbonyl ),C<sub>7-14</sub>aralkyloxy -carbonyl (Such as 
example and benzyloxycarbonyl , 9-fluorenyl 
methoxycarbonyl ), trityl , phthaloyl , N, N- dimethylamino 
methylene , silyl (Such as example and trimethylsilyl , triethyl 
silyl , dimethylphenyl silyl , t- butyl dimethyl silyl , t- butyl 
diethyl silyl ), it can use C<sub>2- 6</sub>alkenyl (Example, 
such as 1 -allyl ) etc. 

As for these groups, I through 3 halogen atom (Such as 
example and fluorine , chlorine , bromine , iodine ), C<sub>l- 
6</sub>alkoxy (Such as example and methoxy , ethoxy , 
propoxy ) or optionally substitutable . with such as nitro 

[0116] 

As protecting group of carboxy , for example C<sub>l- 
6</sub>alkyl (Such as example and methyl , ethyl , propyl , 
isopropyl , butyl , t- butyl ), C<sub>7-1 l</sub>aralkyl (Such 
as example and benzyl ), phenyl , trityl , silyl (Such as 
example and trimethylsilyl , triethyl silyl , dimethylphenyl 
silyl , t- butyl dimethyl silyl , t- butyl diethyl silyl ),it can use 
C<sub>2- 6</sub>alkenyl (Example, such as 1 -allyl ) etc. 
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[0117] 

tKa^t'OffiSStLTlis ■IJiJ^l^s c,.6 t;u 
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,^.'l5llxli.3^Px':7x'r::^ <f)\y-zf7. ^> 

—H — V^ i/l/-fei/X (Protective Groups in 
Organic Synthesis) . John Wiley and Sons W 
(1980)(cIBIia):^/^^i:i:lc^i:Tff9-t*<-C 

[0119] 



As for these groups, 1 through 3 halogen atom (Such as 
example and fluorine , chlorine , bromine , iodine ), C<sub>l- 
6</sub>alkoxy (Such as example and methoxy , ethoxy , 
propoxy ) or optionally substitutable . with such as nitro 

[0117] 

As protecting group of hydroxy , for example C<sub>l- 
6</sub>alkyl (Such as example and methyl , ethyl , propyl , 
isopropyl , butyl , t- butyl ), phenyl , trityl , 
C<sub>7-10</sub>aralkyl (Such as example and benzyl ), 
formyl , C<sub>l- 6</sub>alkyl -carbonyl (Such as example 
and acetyl , propanoyl ),benzoyl , C<sub>7-10</sub>aralkyl 
-carbonyl (Such as example and benzyl carbonyl ), 2 
-tetrahydropyranyl , 2- tetrahydrofuranyl , silyl (Such as 
example and trimethylsilyl , triethyl silyl , dimethylphenyl 
silyl , t- butyl dimethyl silyl , t- butyl diethyl silyl ), it can use 
C<sub>2- 6</sub>alkenyl (Example, such as 1 -allyl ) etc. 

As for these groups, 1 through 3 halogen atom (Such as 
example and fluorine , chlorine , bromine , iodine ), C<sub>l- 
6</sub>alkyl (Such as example and methyl , ethyl , n- 
propyl ), C<sub>l- 6</sub>alkoxy (Such as example and 
methoxy , ethoxy , propoxy ) or optionally substitutable . with 
suchas nitro 

As protecting group of carbonyl , for example cyclic acetal 
(Example, such as 1 and 3 -dioxane ), it can use acyclic acetal 
(Such as example and di- C<sub>l- 6</sub>alkyl acetal ) etc. 

[0118] 

To do itself known method , for example protective groups 
inorganic Synthesis (0039 -7881, SYNTBF ) (Protective 
Groups in Organic Synthesis ), according to method etc which 
is stated in John Wiley and Sons publication (1980) it is 
possible removal method of protecting group whichyou 
inscribed. 

Method of using for example acid , base , ultraviolet , 
hydrazine , phenylhydrazine , N- methyl sodium 
dithiocarbamate , tetra butyl ammonium fluoride , palladium 
acetate , trialkyl silyl halide (Such as for example 
trimethylsilyl iodide , trimethylsilyl bromide ) etc. It can use 
reduction method etc. 

[0119] 

the compound of this invention is possible isolation and 
purification with such as means, for example solvent 
extraction , liquid exchange , solvent transfer , crystallization , 
recrystallization , chromatography of public knowledge . 

In addition but, starting material compound or its salt of the 
compound of this invention is possible isolation and 
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(systemic mastocytosis) , ^ ijSfi tt HE ^ (simple 
obesity), if"ii>'ttflE5pl(central obesity)^f if], S 
^/Liij£(hyperphagia), tfflSPf fSltltS 
(memory disorder), ^(dementia), 7^;U=E>Pf 
^(hormonal disorder), tt^^K^^f if If 
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purification with such as means of public knowledge which is 
similar to description above, it ispossible to be offered as 
starting material of following step witboutisolating as reaction 
mixture that way. 

[0120] 

the compound of this invention in order to possess MCH 
receptor antagonist action which is superior, is usefulas 
prevention and treatment agent of disorder which originates in 
MCH. 

In addition, this the compound of this invention , poison 
toxicity it is low, passing oral absorbancy calling brain brain 
transferring/changing migration behavior is superior. 

Therefore, as for melanin cohesion hormone antagonist 
(Below, MCH antagonist there are times when you briefly 
describe. ) which contains the the compound of this 
invention , it is prescribed safely as prevention and treatment 
agent etc of disorder whichoriginates in MCH vis-a-vis 
mammal (for example rat , mouse , Cavia (guinea pig ), such 
as rabbit , sheep , horse , pig , bovine , monkey , human ). 

Here, for example obesity [Example and malignancy mast cell 
symptom (malignant mastocytosis ), exogenous obesity 
(exogenous obesity ), it passes and the insulin characteristic 
obesity (hyperinsulinar obesity ), passes blood plasma 
characteristic obesity (hyperplasmic obesity ), pituitary gland 
characteristic obesity (hypophyseal adiposity ), decrease 
blood plasma characteristic obesity (hypoplasmic obesity ), 
shell condition gland depression obesity (hypothyroid 
obesity ), hypothalamus characteristic obesity (hypothalamic 
obesity ), symptomatic obesity (symptomatic obesity ), small 
children obesity (infantile obesity ), upper body obesity 
(upper body obesity ), the meal characteristic obesity 
(alimentary obesity ), characteristic depression characteristic 
obesity (hypogonadal obesity ), systemic mast cell symptom 
(systemic mastocytosis ), simple characteristic obesity (simple 
obesity ), Such as center characteristic obesity (central 
obesity ) ], feeding accentuation symptom (hyperphagia ), 
affect disorder , memory impairment (memory disorder ), 
dementia (dementia ),hormone disorder (hormonal disorder ), 
you can list characteristic dysfunction etc as disorder which 
originates in MCH . 

[0121] 

the compound of this invention is useful diabetes , diabetes 
accompanying disease (Such as example and diabetic 
retinopathy , diabetic neurologic disease , diabetic 
nephropathy ), as prevention and treatment drug of 
arteriosclerosis , knee joint flame or other lifestyle disease . 

Furthermore, the compound of this invention is useful as 
feeding inhibitor . 
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[0124] 
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J§<B?Sai]^Ji:LTI*. •ffilx.li. 7K'jX5^U><f' J 
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ziuxtp-^u. K'Jx^ty— ;u75>s I^K 
:^h'Jt7A. •j7X>K-^-h'J':7A)SirA<*lf b*i 



MCH antagonist and pharmaceutical composition of this 
invention , dietary treatment method (Such as dietary 
treatment method of example and diabetes ), can also 
jointlyuse with ergotherapy . 

[0122] 

MCH antagonist and pharmaceutical composition of this 
invention , respective compound (I ) or thatway or with 
pharmacologically acceptable carrier , following (!' ), to 
means of itself public knowledge ,are produced by fact that 
formulating it does. 

[0123] 

Here, as pharmacologically acceptable carrier , you can list 
solvent , solubilizer , suspending agent , isotonic agent , 
buffer , anesthetic etc in vehicle , lubricant , binder , 
disintegrating agent ;liquid state formulation in theusual 
various organic or inorganic carrier substance , for example 
solid preparation as formulation material . 

In addition, case of formulating , it is possible also to use the 
according to need , antiseptic , antioxidant , colorant , 
sweetener , adsorbent , humectant or other additive . 

As vehicle , you can list for example lactose , sucrose , 
D-mannitol , starch , com starch , crystalline cellulose , light 
anhydrous silicic acid etc. 

As lubricant , you can list for example magnesium stearate , 
calcium stearate , talc , colloidal silica etc. 

As binder , you can list for example crystalline cellulose , 
sucrose , D-mannitol , dextrin , hydroxypropyl cellulose , 
hydroxypropyl methylcellulose , polyvinyl pyrrolidone , 
starch , sucrose , gelatin , methylcellulose , sodium 
carboxymethylcellulose etc. 

As disintegrating agent , you can list for example starch , 
carboxymethyl cellulose , calcium carboxymethyl cellulose , 
croscarmellose sodium , carboxymethyl starch sodium , low 
degree of substitution hydroxypropyl cellulose (L-HPC ) etc. 



[0124] 

As solvent , you can list for example water for injection , 
alcohol , propylene glycol , macrogol , sesame oil , com oil 
etc. 

As solubilizer , you can list for example polyethylene glycol , 
propylene glycol , D-mannitol , benzyl benzoate , ethanol , 
tris aminomethane , cholesterol , triethanolamine , sodium 
carbonate , sodium citrate etc. 
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As suspending agent , you can list for example stearyl 
triethanolamine , sodium lauryl sulfate , lauryl amino 
propanoic acid , lecithin , benzalkonium chloride , 
benzethonium chloride , glyceryl monostearate or other 
surfactant ;for example poly vinyl alcohol , polyvinyl 
pyrrolidone , sodium carboxymethylcellulose , 
methylcellulose , hydroxymethyl cellulose , hydroxyethyl 
cellulose , hydroxypropyl cellulose or other hydrophilic 
polymer etc. 

[0125] 

As isotonic agent , you can list for example fructose , 
D-sorbitol , sodium chloride , glycerin , D-mannitol etc. 

As buffer , you can list for example phosphate , acetate , 
carbonate , citrate or other buffer etc. 

As anesthetic . you can list for example benzyl alcohol etc. 

As antiseptic , you can list for example p-hydroxybenzoic 
acid esters , chlorobutanol , benzyl alcohol , phenethyl 
alcohol , dehydroacetic acid , sorbic acid etc. 

As antioxidant , you can list for example sulfite salt , ascorbic 
acid etc. 

[0126] 

As MCH antagonist of this invention and drug form of 
pharmaceutical composition , it can prescribeto oral or 
parenteral (Example and locality , rectal , intravenous 
administration etc) safely for example tablets (sugar-coated 
tablet , film-coated tablet is included. ), powder , granule , 
capsules (soft capsule is included. ), liquid or other oral 
drug ;injectable (Such as example and subcutaneous 
injectable , intravenous injectable , intramuscular injection 
agent , intraperitoneal injectable ), external preparation (Such 
as example and nasal administration formulation , 
percutaneous formulation , ointment ), suppository (Such as 
example and rectal suppository , vaginal suppository ), 
controlled release agent (Such as example and sustained 
release microcapsule ), as pellet , drip or other parenteral 
agent etc. 

[0127] 

content , of compoimd (I ) in MCH antagonist of this 
invention and content of compound (F ) in pharmaceutical 
composition of this invention are for example respective 
MCH antagonist or approximately 0.1 to 1 OOweight % of 
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pharmaceutical composition entirety . 

MCH antagonist of this invention and dose of pharmaceutical 
composition are selectedappropriately by administration 
object , administration route , disorder etc. 

dose of per day when oral dosage it does approximately 0.1 
orapproximately 500 mg , preferably approximately 1 or 
approximately 100 mg , furthermore preferably approximately 
5 or with approximately 100 mg ,dividing this quantity into 1 
day 1 or several times , compound whichis a active ingredient 
respectively (I ) or (F ) as, can prescribe MCH antagonist or 
the pharmaceutical composition of for example this 
invention , to adult patient (body weight approximately 60 
kg ) of obesity . 

[0128] 

MCH antagonist and pharmaceutical composition of this 
invention can use MCH antagonist of this invention and drug 
for combined use which does not cause adverse effect to the 
pharmaceutical composition for example "Reinforcement of 
remedial effect of obesity with "Decrease of amount used of 
MCH antagonist " etc as objective . 

for example "diabetes treatment drug ", "diabetes 
accompanying disease treatment drug ", "antiobesity drug 
other than MCH antagonist ", "hypertension treatment drug 
"hyperlipidemia treatment drug (arteriosclerosis treatment 
drug ) ", "arthritis treatment drug ", "anxiolytic ", you can list 
"antidepressant drug " etc as the drug for combined use a this 
way. 

Combining 2 kinds or more at appropriate ratio, it is possible 
to use the drug for these combined use. 

[0129] 

Description above "diabetes treatment drug " as, you can list 
for example insulin resistance improvement medicine,insulin 
secretion promotion medicine and biguanide agent , 
insulin , ;al -glucosidase inhibitor , the;be 3 adrenalin receptor 
agonist etc. 

As insulin resistance improvement medicine, for example 
pioglitazone or its salt (preferably acetate ), troglitazone , 
rosiglitazone or its salt (preferably maleate ), you canlist 
JTT-501, GI-262570, MCC-555, YM-440, DRF-2593, 
BM-13-1258, KRP-297, R-119702 etc. 

As insulin secretion promotion medicine, you can list for 
example sulfonyl urea agent . 

As embodiment of said sulfonyl urea agent , for example 
tolbutamide , chlorpropamide , tolazamide , acetohexamide , 
[gurikuropiramido ] and its anunonium salt , 
[guribenkuramido ], you can list gliclazide , glimepiride etc. 
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for example repaglinide , nateglinide , [michigurinido ] 
(KAD-1229 ), you can list JTT-608 etc in addition to 
descriptionabove as insulin secretion promotion agent . 

[0130] 

As biguanide agent , you can list for example metformin , 
buformin , [fenhorumin ] etc. 

As insulin , you can list human insulin etc which is 
synthesized in the genetic engineering making use of 
semisynthetic human insulin ;E. coli , yeast which from 
insulin which is extractedfrom pancreas of animal insulin ;pig 
which is extracted from pancreas of the for example bovine , 
pig is synthesized to enzymatic . 

As insulin , 0.9 (w/w ) % also insulin zinc ;zinc chloride , 
sulfuric acid protamine which includes zinc and the protamine 
insulin zinc etc which is produced from insulin are used from 
0.45. 

Furthermore, insulin is good even with fragment or derivative 
(Such as example and INS-1 ). 

Furthermore, various ones such as super superquick type, 
superquicktype, two phases type and middle mold , persistent 
type are included in insulin , but it canselect these 
appropriately due to disease of patient . 

As the;al -glucosidase inhibitor , for example acarbose , 
[boguriboosu ], you can list miglitol , emiglitate etc. 

As the;be 3 adrenalin receptor agonist , you can list for 
example AJ-9677, EMS -196085, SB-226552, AZ40140 etc. 

for example [erugosetto ], [puramurintaido ], you can list 
leptin , BAY-27-9955 etc in addition todescription above 
"diabetes treatment drug " as. 

[0131] 

Description above "diabetes accompanying disease treatment 
drug " as, you can list for example aldose reductase inhibitor , 
[gurikeeshon ] inhibitor , protein kinase Cinhibitor etc. 

As aldose reductase inhibitor , for example 
tolrestat ;epalrestat ; [imiresutatto ]; you can list 
zenarestat ;SNK-860;zopoh-estat ;ARI-509;AS-3201 etc. 

As [gurikeeshon ] inhibitor , you can list for example 
pimagedine etc. 

As protein kinase Cinhibitor , you can list for example NGF, 
LY-333531 etc. 
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for example alprostadil , tiapride hydrochloride , cilostazol , 
hydrochloric acid mexiletine , ethyl icosapentate , memantine 
(memantine ), you can list [pimagedorin ] 
(pimagedline;ALT-71 1 ) etc in addition to descriptionabove 
"diabetes accompanying disease treatment drug " as. 

[0132] 

Description above "antiobesity drug other than MCH 
antagonist " as, you can list for example lipase inhibitor , 
anorexic etc. 

As lipase inhibitor , you can list for example orlistat etc. 



As anorexic , for example mazindol , [dekusufenfliramin ], 
fluoxetine , sibutramine , [baiamin ], (S ) you can list 
-sibutramine , SR-141716, NGD-95-1 etc. 

You can list for example [ripusutachin ] etc in addition to 
description above "antiobesity drug other than MCH 
antagonist " as. 

[0133] 

Description above "hypertension treatment drug " as, you can 
list for example angiotensin converting enzyme inhibitor , 
calcium antagonist , potassium channel opener , angiotensin 
Ilantagonist etc. 

As angiotensin converting enzyme inhibitor , for example 
captopril , enalapril , alacepril , (hydrochloric acid ) delapril , 
[rijinopuriru ], you can list imadapril , benazepril , cilazapril , 
temocapril , trandolapril , (hydrochloric acid ) manidipine etc. 



As calcium antagonist , you can list for example nifedipine , 
amlodipine , efonidipine , nicardipine etc. 

As potassium channel opener , you can list for example 
levcromakalim , L-27152, AL0671, NIP-121 etc. 

As angiotensin Ilantagonist , for example losartan , 
[kandesarutanshirekishichiru ], you can list valsartan , 
irbesartan , cs -866, E4177 etc. 

[0134] 

Description above "hyperlipidemia treatment drug 
(arteriosclerosis treatment drug ) " as, you can list for example 
HMG-CoA reductase inhibitor , fibrate compound etc. 

As HMG-CoA reductase inhibitor , for example pravastatin , 
simvastatin , lovastatin , atorvastatin , fluvastatin , jp9 punch 
jpll , cerivastatin , itavastatin , ZD-4522 or you can list those 
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salt (Such as example and sodium salt ) etc. 

As fibrate compound , you can list for example bezafibrate , 
clinofibrate , chlofibrate , syn fibrate etc. 

[0135] 

Description above "arthritis treatment drug " as, you can list 
for example ibuprofen etc. 

Description above "anxiolytic " as, you can list for example 
chlordiazepoxide , diazepam , oxazolam , medazepam , 
cloxazolam , bromazepam , lorazepam , alprazolam , 
fludiazepam etc. 

Description above "antidepressant drug " as, you can list for 
example fluoxetine , fluvoxamine , imipramine , paroxetine , 
[saatorarin ] etc. 

[0136] 

Before dosage time of drug for combined use which 
wasinscribed is not limited, is possible to prescribe 
simultaneously the MCH antagonist or pharmaceutical 
composition and drug for combined use, vis-a-vis the 
administration object , and, putting in place time difference , 
it is possible to prescribe. 

dose of drug for combined use quasi- slips in dose which on 
clinic is used and is good, can select appropriately dueto 
administration object , administration route , disorder , 
combination etc. 

If medication configuration of drug for combined use is not 
limited especiallyand when prescribing, MCH antagonist or 
pharmaceutical composition and drug forcombined use should 
have been combined. 

formulating doing for example 1) MCH antagonist or 
pharmaceutical composition and drug for combined 
usesimultaneously as medication configuration a this way, 
dosage of single formulation which isacquired, 2) formulating 
doing MCH antagonist or pharmaceutical composition and 
drug for combineduse separately, formulating doing 
concurrent administration , 3) MCH antagonist or 
pharmaceutical composition with same administration route 
of formulation of 2 kinds which are acquired and drug 
forcombined use separately, putting in place time difference 
with same administration route of formulation of 2 kinds 
which are acquired dosage, 4) formulating doing MCH 
antagonist or pharmaceutical composition and drug for 
combineduse separately, concurrent administration , 5) MCH 
antagonist or pharmaceutical composition with different 
administration route of formulation of2 kinds which are 
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MtLxm^^Ltzta)i)<mih>ix^o 



mmmmmmto)m^'^t>itimmizLx 



[0138] 

*f60ji4. $P)icjuTro##«!i. mmm. mm 
Ms mmm^z^'^xmL<vl^m^J^ms c^i^ 

(i*l6M*IS^-r-i>t(7)-ei±/d:<. 



30 deg c ^ir^u ^^monmzitm^mm.-^ 

^ ;^ i/ -^7 A * fcl i »f 7K M SI -f h ' J -t? A ^ ffl t ^ 

^%Jl4i^tBL^^l^laym«/<-^2>h$«|*■r 

'So 



2002-1-9 

acquired and formulating doing drug for combineduse 
separately, putting in place time difference with different 
administration route of formulation of 2 kinds which are 
acquired, dosage (Dosage with order of drug for for example 
MCH antagonist or pharmaceutical composition ; combined 
use or dosagewith order of opposite) etc you can list. 

It can select of MCH antagonist or proportion of 
pharmaceutical con^osition and drug forcombined use, 
appropriately due to administration object , administration 
route , disorder etc. 

[0137] 

this invention furthermore regards "pharmaceutical which 
becomes combining at least 1 kind which is chosen from the 
melanin cohesion hormone antagonist and diabetes 
therapeutic agent , hypertension therapeutic agent , 
arteriosclerosis therapeutic agent 

Here, "melanin cohesion hormone antagonist " is not limited, 
if it is a compound which possesses the melanin cohesion 
hormone antagonist action , especially peptide type compound 
and is good withwhichever of nonpeptide type compound . 

In addition, "diabetes therapeutic agent ", "hypertension 
therapeutic agent " and "arteriosclerosis therapeutic agent " 
as, you can list those which it illustratedas drug for 
aforementioned combined use. 

Before you inscribed these drug , you can use "Combination 
with MCH antagonist of this invention and drug for combined 
use" with in same way. 

said pharmaceutical , "Reinforcement of remedial effect of 
obesity ", "Decrease of amount used of MCH antagonist " or 
other has effect which is superior incomparison with sole use 
of each drug . 

[0138] 

[Embodiment of the Invention] 

this invention furthermore is explained in detail with 
Reference Example , Working Example , Formulation 
Example , Working Example below, butthese are not 
something which limits this invention , in addition range of 
this invention it is possible to change in range which does 
notdeviate. 

"room temperature " in Reference Example , Working 
Example below showed 0 to 3 0 deg C, used anhydrous 
magnesium sulfate or anhydrous sodium sulfate to drying 
organic layer . 

If you do not specially mention "%", weight percent is meant. 
It measured infrared absorption spectrum , with diffuse 
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FABMS(pos)ii . mmmf-m^nm^^m 

(Fast Atom Bombardment MassSpectrometry)IC 
[0139] 

*:^:43T•ffll^b^^TL^'S-^•a)^fe(DBS^ttTIB 



reflection method making use of Fourier transform shape 
infrared spectrophotometer . 

As for FABMS (pos ), it is a mass spectrum which was 
measured with (+)method in fast atom bombardment mass 
spectrometry (Fast Atom Bombardment MassSpectrometry ). 

[0139] 

Other codes which are used in this text show 
below-menti onedmeaning. 



s 






hCsing 


1 


e 


t 


) 


S 




[shinguretsu ] 


SINGjp? 


L 


E 


T 


) 


d 






(doubl 


e 


t 


) 




D 




doublet 


DOUBL 


E 


T 


) 




t 






h(trip 


1 


e 


t 


) 


T 




[toripuretsu ] 


TRIPjp? 


L 


E 


T 


) 


q 




h(quar 


t 


e 


t 


) 




Q 


[kuarutetsu ] 


QUARjp? 


T 


E 


T 


) 





M 



[maruchipuretsu ] 



h(mu 



MUjp7 



t) 



T) 



br 



K(b 



BR 



blowing 



B[do] 



oad 



OAD 



nstan 



NSTAN 



t) 



T) 



Hz : ^;U*y (Hertz) 



Hz : hertz (Hertz) 
CDCI3: a^PP/tx^UA 



CDCl&h;SB>3</SB> : deuterochloroform 
DMSO-d6 : Mv;^T;U7.;U7t^^vK 
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DMSO - d6: heavy dimethyl sulfoxide 




THF : xh^tKP:?^> 






THF : tetrahydrofuran 






DMF : N. N-Vpt^;U7t^;UA75K 


DMF : N,N-dimethylformamide 


DMSO 








DMSO 


:dimethyl sulfoxide 








[nopuropiru ]) carbodiimide 







WSC : l-X^;U.3-(3-v;«5=-;U75/:^Ptf WSC : 1- ethyl -3- (3 -dimethylaminopropyl ) carbodiimide 

^U7l>v-f5K imSkim. acetate 

^H-NMR :3^Ph>^^K^^IlS(ji^"7'j— t*^^' <sup>l</sup>H-nmr iproton nuclear magnetic resonance 

CDCI3 If /in ^ Ltz o ) (free compound was measured usually in 



CDCl<sub>3</sub>. ) 





















IR : infrared absorption spectrum 


Me : >^;U 




















Me: methyl 


Et : X^'^U 




















Et:ethyl 


HOBt: 1 - 1 KP^i^- 1 H-K>l/MJ77-;U 


HOBt :1- hydroxy - 1 H-benzotriazole 


IPE : i/>f v:^p tf ;ux-i^;u 


















IPE:diisopropyl ether 


DMA 


P : 4-i/;^^;U 


75 






•J 












DMA 


P: 4 -dimethyl 


[ami ] 


jp9 



[0140] [0140] 

*B^SfflSfccfcL^EIffilCfclNT^ iSS-^TS/K In this specification and drawing , when base and amino acid 

tj:if^tKmV^7^'Ti>^as lUPAC-IUB etc areindicated with code, being something which is based on 

Conmiision on Biochemical Nomenclature |C J:^ standard abbreviation incode or this said field with lUPAC 
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Its mzBM7rsLUlf^liLt^^7rstt(Dtti>o 
DNA :x;i-+v»j7f:4^^ 

cDNA :nmd^^t^iy')7fsi^^ 
A :7t-> 

G 7-> 
C:i/hi/> 
RNA :U7t?<SK 

mRNA :^^V-t>v-\'— 'j7t?<^M 
dATP :T:J-*i^7x/S/>='J>K 
dTTP :T;i-^i/^5i^>= 'J>ig 
dGTP :x^^i/</7/v>= 
dCTP :x:i-+i/i/^i^>H»J>SI 
ATP V>='J>K 
EDTA :X^U>i;T5>Ei^K 
SDS :KTi/;H3![M:M-U0A 
EIA :X>tF>r A>f A/T^V-b-r 
Gly 

Ala :7^-> 
Val :/^<J> 
Leu :P-f*» 

lie i-rVP-YvV 



-TUB Commision on Biochemical Nomenclature, description 
below it does theexample. 

In addition case optical isomer is possible in regard to amino 
acid , ifespecially it does not state clearly, show L isomer . 

DNA :deoxyribonucleic acid 

cDNA xomplementary deoxyribonucleic acid 

A :adenine 

T : thymine 

G :guanine 

C xytosinc 

RNA :ribonucleic acid 

mRNA :messenger ribonucleic acid 

dATP :deoxyadenosine triphosphoric acid 

dTTP :deoxy thymidine triphosphoric acid 

dGTP :deoxyguanosine triphosphoric acid 

dCTP :deoxy cytidine triphosphoric acid 

ATP radenosine triphosphate 

EDTA :ethylenediamine tetraacetic acid 

SDS :sodium dodecyl sulfate 

EIA :enzyme immunoassay 

Gly :glycine 

Ala lalanine 

Val :valine 

Leu :leucine 

He lisoleucine 



Ser 


:-tr'J> 


Ser 


:serine 


Thr 




Thr 


ithreonine 


Cys 




Cys 


xysteine 


Met 
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Met 


imethionine 


Glu 




Glu 


.glutamic acid 


Asp 




Asp 


:aspartic acid 


Lys 




Lys 


: lysine 


Arg 




Arg 


larginine 


His 




His 


ihistidine 


Phe 




Phe 


:phenylalanine 


Tyr 




Tyr 


:tyrosine 


Trp 




Trp 


:tryptophan 


Pro 




Pro 


: proline 


Asn 




Asn 


:asparagine 


Lain 




Gin 


:glutamine 


pGI 
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PGL 


:pyroglutaniic acid 


Me 




Me 


rmethyl group 


Et 




Et 


■.ethyl group 


Bu 




Bu 


:butyl group 


Ph 






PH 


:phenyl group 



■y'SKS [samido ] Basis 

[0141] [0141] 

^tzy *B-BSfflS4^Tr^ffl$4x*S^S. -KSS in addition, in this specification for complexity substituent . 

fc«J:l^lS^^ TIB0)IB-^"PSIH'^'5o protecting group and reagent whichare done transcription are 



done with below-mentioned symbol . 



Tos 






Tos 




:p-toluenesulfonyl 


CHO 










CHO 




iformyl 






Bzl 










Bzl 




:benzyl 






CI2B2I 


:2. 6-i/^7PQ^>v;U 


C 12 Bzl 


: 2 and 6 -di chloro benzyl 


Bom 








Bom 




ibenzyloxy methyl 




Z 












z 




: [benjiruo ] 


[kishikaruboni ] 


jpll 
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Br-Z :2-^P^^>i/;U;i-+i/*>U7t?-;i/ 



jpll 

Br-Z :2- bromo benzyloxycarbonyl 



Boc 


:t 














Boc 


:T 


-butoxy carbonyl 


DNP 


«^ _ 
























DNP 


:di nitro phenol 




Trt 








Trt 


:trityl 






Bum 


:t 










Bum 


:T 


-butoxy 


methyl 










































[boniru ] 




































HOB 
















4r 


*> 


X 




'J 








HOB 
















[ki] 


tshi] 


[2U] 




jp9 


azo 




jpll 



-4-:t+V-l,2,3-^>yh'JTv> 

HONB :l-tKP+i/-5-/>/U7t?;U:^>-2,3-i;*;U 

DCC :N,N'-i^^^<7P^:^rV;U*;U7t?^;>f5K 
[0142] 

CiE5iJS-i-:n^*>hSLC-l$:3-K-r^ cDNA(D 
x^g-- >yiC<$fflLfc^JiE DNA ^^-To 

[iH5lJ#-i-:2]^*>h SLC-1 ^ =1— K-r S cDNA (O 
X^'J-->yiC{^fflLfc^/$ DNA ^^-fo 

[SH5iJ#-^:3]^*>h SLC-1 ©^TSyKBBJiJ^ 
[iB5iJ§^:4]5'fiiJI:: Sal I l[|«iE?iJ*<#*P* 

*/c 3' miz spe I |g|t@H5iJ*M^ia*;h.fc7 

SLC-lcDNA (7)±^aiB5iJ£S^t* o 
Ci25iJ»-^:5]^*>H SLC-l flS CHO SMflSro^ 



- 4 -oxo -1, 2, 3- benzo triazine 

HONB :1- hydroxy -5-norbomene -2, 3- di carbodiimide 

DCC :N, N&apos; -dicyclohexyl carbodiimide 
[0142] 

Sequence Number of sequence table of this application 
Specification shows arrangement below. 

synthetic DNA which is used for screening of cDNA which 
{Sequence Number :1 } rat SLC-1 code is done is shown. 

synthetic DNA which is used for screening of cDNA which 
{Sequence Number :2 } rat SLC-1 code is done is shown. 

entire amino acid sequence of {Sequence Number :3 } rat 
SLC-1 is shown. 

{Sequence Number :4 } Sal Irecognition sequence is added by 
5 &apos; end , entire base sequence of rat SLC-lcDNA where 
inaddition Spe Irecognition sequence is added to 3 &apos; 
end is shown. 

riboprobe (riboprobe ) which is used in order to measure 
amount of expression of SLC-lmRNA in each clone of 
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thtzlblZ^mLtz ')>^-fa --^(riboprobe)^ 

(iE5IJS#:6]th SLC-1 ^3— Kf S cDNA ^ 
l&m^tzMZ^mLtz^^ DNA ^^fo 

[iE5lJS#:7]t h SLC-1 ^u— Kf-S cDNA $ 2 



CiB5iJ#-t:8Dth SLC-1 ^U— K-f* cDNA ^ 
[iH5>JS#:9]th SLC-1 (D^TSyKlBJlJ** 

■r. 

[i25liS-^:10]th SLC-1(S)$I5— K-f -i) cDNA 
07.<7')--y<flZ^mLtz^f& DNA ^ S^-fo 



[iE5iJ§-t:inth SLC-1(S)$3— Kfi) cDNA 



CE?lJS-^:12]th SLC-1 (L)$=I-K-ri) cDNA 



CiS5lJ##:13]th SLC- l(L)^a— K-r-S cDNA 
(D:x,<?*J--:y<flzmmLtz-^& DNA * ^-fo 



CiH5iJS-^:14]5' miz Sal I EilliB5iJ;!)<MAD$ 
*fc3' fflHICSpe I|2ilBB5iJA<#*D^F*Vfcth 
SLC-l(S) cDNA 0±«*iE?iJS o 



[iE5iJ##:1535't]lC Sal I l2l|giE5iJ*Mt*P$ 
it,*fc3'fiiJlCSpeII2liiB?iJA<#»D$+iycth 
SLC-l(L) cDNA 0)^^*E5lJ$*f o 



CiE5iJS-t:16]th SLC-l(S) CHO $fflflSJ3 
J:i;thSLC-l(L) Sill CHO $fflfla(75#^P—> 
izfclt-i) SLC-lmRNA a)l?51*^;ffl^-r^fc 
Lf='j7t?^P-:?(riboprobe)* ^-f. 

[0143] 

1-6 T-#btLfcE5lJS#:9 T-a$Hi>« 
aiH5iJ^=i-K-r-5 DNA $#t;:^7X5Kl::J: 
I) ffj S fc ^ Escherichia coli 

DH10B/phSLClL8 It. W-fS. 11 ^ 2 ^ 1 B/)^f> 

pJl(NIBH)IC^It§-§-FERM BP-6632 tLT. ¥ 

fig 11 ^ 1 ^ 21 ai)^f>fitm^x-^mm^m 

(IFO)l-SltS-tIFO 16254 tLTSItStirL^ 



2002-1-9 

{Sequence Number :5 } rat SLC-1 revelation CHOcell is 
shown. 

synthetic DNA which is used in order to acquire cDNA which 
{Sequence Number :6 } human SLC-1 code is done is shown. 

primer which is used in order to designate cDNA which 
(Sequence Number :7 } himian SLC-1 code is done as double 
strand is shown. 

cDNA entire base sequence which {Sequence Number :8 } 
human SLC-1 code is done is shown. 

entire amino acid sequence of {Sequence Number :9 } human 
SLC-1 is shown. 

synthetic DNA which is used for screening of cDNA which 
{Sequence Number :10 } human SLC-1 (S ) code is done is 
shown. 

synthetic DNA which is used for screening of cDNA which 
(Sequence Number :1 1 } human SLC-1 (S ) code is done is 
shown. 

synthetic DNA which is used for screening of cDNA which 
{Sequence Number :12 } human SLC-1 (L ) code is done is 
shown. 

synthetic DNA which is used for screening of cDNA which 
{Sequence Number :13 } human SLC-1 (L ) code is done is 
shown. 

(Sequence Number :14 } Sal Irecognition sequence is added 
by 5 &apos; end , entire base sequence of human SLC-1 (S ) 
cDNA where in addition Spe Irecognition sequence is added 
to 3 &apos; end is shown. 

(Sequence Number :15 } Sal Irecognition sequence is added 
by 5 &apos; end , entire base sequence of human SLC-1 (L ) 
cDNA where in addition Spe Irecognition sequence is added 
to 3 &apos; end is shown. 

(Sequence Number :16 } human SLC-1 (S ) revelation 
CHOcell and amount of expression of SLC-lmRNA in each 
clone of human SLC-1 (L ) revelation CHOcell riboprobe 
(riboprobe ) which is used inorder to measure is shown. 

[0143] 

From 1999 January 21 days deposit has been done with 
plasmid whichincludes DNA which nucleotide sequence 
which is displayed with Sequence Number :9 which is 
acquired with Reference Example 1- 6 in Zaidan Hojin 
♦fermentation research laboratory (IFO ) as deposit number 
IFO 16254 the code is done transformed host Escherichia coli 
DH10B/phSLClL8 from 1999 February 1 day in Ministry of 
International Trade and Industry Agency of Industrial Science 
and Technology National Institute of Bioscience and 
Human-Technology (NIBH ) as deposit number FERM 
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[0144] 

mm} 

2-(R)-t2-(N,N-*:^^5=-;UT5y)Xf-;U]-6-{4-[(4-y 
[^b 69] 



BP.6632. 
[0144] 

[Working Example(s)] 
Reference Example 1 

2 - (R ) - [2 - (N, N- dimethylamino ) ethyl ] - 6 - {4 - [ (4 
-methoxyphenyl ) carbonyl oxy ] benzyloxy } tetralin 

[Chemical Formula 69] 



2-(RH2-(N,N-v;^T;UT5y)X^;i.].6-tKP+ 
vxh^'J>(300 mg).4-(tKP+i/^^;upxii 
;U 4.^h^i/^>yx— K530 mg). h'j3?x-;U 
7fxX3'>r>(430 mg)(7) THF ^}&(6 ml)lc, Tl/ V 
*;U7fJ>Kvx^;u(40%h;ux>5§;lS, 0.95 g) 



J«;^+-th>-^4^t^>:i^Kx5^;U=10:l)-Ctt 
^^b^^feI(320mg)$^»fco 



2 - (R ) - [2 - (N, N- dimethylamino ) ethyl ] - 6 -hydroxy 
tetralin (300 mg ), 4 - (hydroxymethyl ) phenyl 4- methoxy 
benzoate (530 mg ), in THF solution (6 ml ) of triphenyl 
phosphine (430 mg ), diethyl azodicarboxylate (40% toluene 
solution , 0.95 g ) under ice cooling was dripped. 

reaction mixture 2 hours agitation later was concentrated with 
room temperature . 

residue was refined with alumina column chromatography 
(developing solvent ;hexane -hexane :ethylacetate =10:1 ), by 
recrystallization (ethylacetate -hexane ) passed, the title 
compound (320 mg ) was acquired. 



111-114°C. 
















melting point : 111-1 14* . 


[Q(]D20 = +44.4° ( 


0.502, 




9 






}l 


)• 


[;al]D20 = +44.4deg 


0.502 


[me] 


[ta] 


jpll 


)■ 



[0145] 
##fil|2 

N-:7x=.;U-4-{[2-(2-e'<'Ji//X^;U)-6-xh7 
ij-;i,]:j-+i/>f-;U}/<>X75K 

[<b70] 



[0145] 

Reference Example 2 

N- phenyl -4- {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] 
oxy methyl } benzamide 

[Giemical Formula 70] 
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4-{[2-(2-lf'<'Jv>'X^;U)-6-xh7'J-;U];l-+ 
♦>y^;u}SJ&S®(300mg)a) THF BMMCi 
ml)ICh'JX^;U7;>(0.11 ml)^jQ^. igjbh'J 
y^;UT-l»f-;K92 mg)a> THF m)&(.0.5 tnl)^ * 

,iJT;-STL, 30 ^rmnuz. 

T. 7-'J>(85 mg)a) THF jSJftCO.S ml)SJaT 
SIC. S)S;-«^MST* 24 ^raiJUf^.tsicja 

wtk^adx., Riix^;i/t THF (Dm-^m-^m 



THF->^/-;i.-IPE ^m^^mLMMit 
^!fel(150mg)^#fco 

m^: 183-185 degC. 

[0146] 

##i5>j3 

4-{[2-(2-e'^'Ji?yx^;U)-6-xh7'J-;L']^4 
'>;«f-;U}-N-(2-e'Ji/-;U)'<>X75K 



[<b7l] 




4-{[2-(2-e'>^'Jv/X5^;U)-6--fh7'J-;U]:i-+ 
e/^f^;U}SJ&#il(300mg)(Z) THF ^M^iS 
ml)lCh'JXT;U75>(0.11 mOSJD^fco 

(0.095 ml)$7K54fTiiSTLs 30 ^mmWUzo 

sjCjS^Ms^-c^SL. 1 ^mmn^s 2-75 

ytf'J5/>(l 10 mg)a>THFJtjat(1.0 ml)$7K,^T 
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4 - under ice cooling it dripped THF solution (0.5 ml ) of 
chloride trimetfayl acetyl (92 mg ) to THF suspension (3 
ml )of {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] oxy 
methyl } benzoic acid (300 mg ) including triethylamine (0.1 1 
ml ), 30 minute agitated. 

temperature rise it did reaction mixture to room temperature , 
1 hour agitation later,dripped THF solution (0.5 ml ) of under 
ice cooling , aniline (85 mg ), 1 hour agitated. 

Furthermore, reaction mixture with room temperature was 
extracted with mixed solution of ethylacetate and THF after 
24 hours agitating, including sodium bicarbonate-saturated 
water . 



residue recrystallization was done from THF -methanol -IPE, 
title compound (150 mg ) wasacquired. 



4 - triethylamine (0.1 1 ml ) was added to THF suspension (6 
ml ) of ([2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] oxy 
methyl } benzoic acid (300 mg ). 

In suspension which is acquired, under ice cooling it dripped 
chloride trimethyl acetyl (0.095 ml ), 30 minute agitated. 

temperature rise it did reaction tnixture to room temperature , 
1 hoiu- agitation later, 2-amino pyridine under ice cooling 



You washed organic layer with water, and saturated saline 
after dryingconcentrated. 



meltmg pomt : 183-185 deg C. 
[0146] 

Reference Example 3 

4 - {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] oxy 
methyl } -N- (2 -pyridinyl ) benzamide 

[Chemical Formula 711 
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SfEj^^mST' 6 f^FH. 60 deg C T' 12 



Lfc. 

j«;THF)t?i^|gL. ll*SS(i^ilX^;U-IPE)$lii 
T, :gS<b^!fel(30 mg)$ ^fco 

1811^:139-143 deg C. 

[0147] 

##fflJ4 

4- {[2-(2-tf 'J /Xf^ ^U).6-t" h7 U -;U]:1-+ 
i/^^;U}-N-(2-+/'J-^U)'<>X75K 

[^b 72] 




0 



dripped THF solution (1.0 ml ) of (1 10 mg ), 1 hour agitated. 

Furthermore, with room temperature 12 hours it agitated 
reaction mixture with 6 hours , 60 deg C, 6 hours heating and 
refluxing did 

In reaction mixture it extracted with ethylacetate including 
sodium bicarbonate-saturated water . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue was refined with alumina column chromatography 
(developing solvent ;THF ), by recrystallization (ethylacetate 
-IPE ) passed, the title compound (30 mg ) was acquired. 

melting point : 139-143 deg C. 

[0147] 

Reference Example 4 

4 - {[2 - (2 -piperidino ethyl ) - 6 - [telorariniru ] ] oxy 
methyl } -N- (2 -quinolinyl ) benzamide 

[Chemical Formula 72] 



4-{[2.(2-e^'Jv/X^;U)-6-xh^'J->/U]^+ 
V^5^;U}Sm#M(300mg)0) THF WM^i6 
ml)ICh'JX^;UT5>(0,22 ml)*Jn^. ^^bhU 
^^;UT-lr5^;K0.095 ml)* tKJ^T/TSTL. 30^ 

y+y'J>(170 mg)0 THF }§;1S(1.0 ml)* 7k)%T 
iiSTL. M;ST* 12 msmWUzo 



«;THF)r**SS{L. B«gB^B(Kilx^;u-i/^v:^ 

pe;ux— f;U)*lST.Sffi<b^1«[l(45 mg)* 

m^: 135-138 deg C. 
[0148] 



4 - under ice cooling it dripped chloride trimethyl acetyl 
(0.095 ml ) to THF suspension (6 ml ) of {[2 - (2 -piperidino 
ethyl ) - 6 - [tetorariniru ] ] oxy methyl } benzoic acid (300 
mg ) including triethylamine (0.22 ml ), 30 minute agitated. 

temperature rise it did reaction mixture to room temperature , 
1 hour agitation later, 2-aminoquinoline under ice cooling 
dripped THF solution (1,0 ml ) of (170 mg ), 12 hours 
agitatedwith room temperature . 

In reaction mixture it extracted with ethylacetate including 
sodium bicarbonate-saturated water . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue was refined with alumina column chromatography 
(developing solvent ;THF ), by recrystallization (ethylacetate 
-diisopropyl ether ) passed, the title compound (45 mg ) was 
acquired. 

melting point : 135-138 deg C. 
[0148] 
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N-(4-> h+ v:7i-;i/)-4-{[2-(2-tf 'J iJy'X^ 

;u)-6-xh7'J-;u]:l-^*»^;u}'<>XT5K 




0 



Reference Example S 

N- (4 -methoxyphenyl ) - 4 - {[2 - (2 -piperidino ethyl ) - 6 ■ 
[tetoTariniru ] ] oxy methyl } benzamide 

[Chemical Fonnula 73] 



4-{[2-(2-e'^'Jv>'XT;U)-6-T^h7'J-;U]5i-+ 
V^^;U}$,t#K(170mg) ,4-/K^vT-'J 
>(53 mg). HOBt(70 mg)j3«fci; DMAP(60 mg) 
(O DMF ?gia(2ml)IC. WSCD(0.11 mOS^jglf 
jQjl, 12l^raJt»Lfco 

JD^. THF tKKx^^KOjl^ja-ettaiUco 



j«;THF)-ei^il|^, llliS^(THF-IPE)^eT, ^ 
S<b#1*l(140mg)$»fc, 

mi^: 193-196 degC 

[0149] 

##^511 6 

N-(3,4--:;yh^t/7x:::;U)-4-{[2-(2-tf^'Ji/>'X 
C^b 74] 



H,C' 




0 



4 - {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] oxy 
methyl } benzoic acid (170 mg ), 4 -methoxyaniline (53 mg ), 
HOBt (70 mg ) and it added WSCD (0.1 1 ml ) to DMF 
solution (2 ml ) of DMAP (60 mg ), with room temperature , 
12 hours agitated. 

In reaction mixture it extracted with mixed solution of THF 
and ethylacetate including 10% aqueous potassium carbonate 
solution and water. 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization (THF -IPE ) 
with alumina column chromatography (developing 
solvent ;THF ),it acquired title compound (140 mg ). 

melting point : 193-196 deg C 

[0149] 

Reference Example 6 

N- (3 and 4 -dimethoxy phenyl ) - 4 - {[2 - (2 -piperidino 
ethyl ) - 6 - [tetorariniru ] ] oxy methyl } benzamide 

[Chemical Formula 74] 



4-{[2-(2-tf^Uv/X^;U).6-7'h^U-;U]^* 
VP<^;U}$mSK(300mg). 3,4-VP«h+v7- 
U>(120 mg). HOBt(120 mg)tS^JS DMAP(100 
mg)(D DMF >§;1S(3 ml)(7)|r. WSCD(:7'J-ft. 

0.2 mi)^^ST**D^. 12 mmmnuzo 

I f,_L B .A. ^ ^m— • a • . *tU ^tm. f.a • 



4 - Although {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] 
oxy methyl } benzoic acid (300 mg ), 3 and 4 -dimethoxy 
aniline (120 mg ), HOBt (120 mg ) and the DMF solution of 
DMAP (100 mg ) (3 ml ), it added WSCD (fi-ee compound . 
0.2 ml ) with room temperature , 12hours agitated. 

crystal which it occurs including 10% aqueous potassium 
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St^: 178-180 degC. 
[0150] 

[^b 75] 




xrr' 



0 
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carbonate solution , was filtered in the reaction mixture , 
crystal after washing was dried with water. 

crystal after refining, passing by recrystallization (THF -IPE ) 
with alumina column chromatography (developing 
solvent ;THF ),it acquired title compound (330 mg ). 

melting point : 178-180 deg C. 

[0150] 

Reference Example 7 

6 - [4 - (benzoyl amino ) benzyloxy ] - 2 - (2 -piperidino 
ethyl ) tetralin 

[Chemical Formula 75] 



6-tKP^i/-2.(2-e^'Ji?yx^;i/)xh^U> 

(500 mg)CD DMF 5ii^(5 ml)IC, TK^^bf'h'J't? 

A(60%;ftibt, 85 mg)^Mar*iQ^s 1 ^mi^W 
N-[4-(:f □^->«5^;upx-;u]K>X7 

5K(670mg)^M;a-e*ax. 1 mmmnuzo 



«eik^ifel(200 mg)$|#fco 

14^: 176-179 deg C. 

[0151] 

##01] 8 

2-[(N,N-v>^;i/75y)>^;U]-6-xh7U-;U 
4-tf7xr:ij;u*;U7t?4vb-h 

lit 76] 



6 -hydroxy -2- it added sodium hydride (60% oily , 85 mg ) to 
DMF solution (5 ml ) of (2 -piperidino ethyl ) tetralin (500 
mg ),with room temperature , 1 hour agitated. 

It added N- [4 - (bromomethyl ) phenyl ] benzamide (670 
mg ) to reaction mixture with room temperature , 1 hour 
agitated. 

In reaction mixture it extracted with ethylacetate including 
water. 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization 
(ethylacetate ) with alumina column chromatography 
(developing solvent ;THF ),it acquired title compound (200 
mg ). 

melting point : 176-179 deg C. 
[0151] 

Reference Example 8 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - [tetorariniru ] 4 
-biphenylyl carboxylate 

[Chemical Formula 76] 
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2-[(N,N-i/;'5=-;i'75>')/f-^l']-6-tKP4->-rh 
7U>(300 mg)a)e'Jv>jS;'S(6 ml)(C, 4-t*:7i 
-'j;U*;U7K>^(580 mg)fc,fci; WSC(560 mg) 

iiayL. m&v 36 i^lW«tJ$Lfc, 

Ltzo 

jSt;'N:^+|->~^4+>->:i^^X^^=10:l)T-f| 

(300 mg)$f#f=. 
Rtj^: 85-86 degC. 
[0152] 

2-[(N,N-vy5^;i/75/);*^;i']-6-{4-[(4-yh4-> 
lit 77] 



HA, 




3 




2 - [ (N, N- dimethylamino ) methyl ] - 6 -hydroxy tetralin in 
pyridine solution (6 ml ) of (300 mg ), 36 hours it 
agitatedwith room temperature 4 -biphenylyl carboxylic acid 
(580 mg ) and including WSC (560 mg ). 

In reaction mixture it extracted with ethylacetate including 
sodium bicarbonate-saturated water and thewater. 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization (hexane ) 
with alumina column chromatography (developing 
solvent ;hexane -hexane :ethylacetate =10:1 ),it acquired title 
compound (300 mg ). 

melting point : 85-86 deg C. 

[0152] 

Reference Example 9 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - {4 - [ (4 
-methoxyphenyl ) carbonyl oxy ] benzyloxy } tetralin 

[Chemical Formula 77] 



2-[(N,N-i;pt^;U75y)P<^;U]-6-tKP+vxK 
^'J>(150 mg).4.(tKP+V-><5^;U):7x-;L/ 4- 
P^h^v^>yx— h(570 mg). hU:7xZi;U7txX 
37^>(574 mg)0 THF i§;1S(3 ml)l::. T'Ji>i3)V 
7t?>^vX^;U(40%h;UX>J§;']£, 950 mg)^M 

x^;u=6:l)r*SSL. II$Sb^(KKx^;u./s+ 

111^:119-121 deg C. 
[0153] 



2 - [ (N, N- dimethylamino ) methyl ] - 6 -hydroxy tetralin 
(150 mg ), 4 - (hydroxymethyl ) phenyl 4- methoxy benzoate 
(570 mg ), in THF solution (3 ml ) of the triphenyl phosphine 
(574 mg ), it dripped diethyl azodicarboxylate (40% toluene 
solution , 950 mg ) with room temperature , 3 hours agitated. 

reaction mixture was concentrated, residue was refined with 
alumina column chromatography (developing solvent ;hexane 
-hexane :ethylacetate =6:1 ),by recrystallization (ethylacetate 
-hexane } passed, title compound (175 mg ) was acquired. 

melting point : 119-121 deg C. 

[0153] 
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2-[(N,N-i?>^^l'75^);<5^;i/]-6-{4-[(4-^h+*> 




2-[(N,N--:^■^^^^75>')y5^;^]-6-tK□+*>Th 
7'J>(300 mg). 4-[(4->h+v'<>i^Jl')t^v] 

^-Xl.lS g)<D THF 5ti«(6 inl)IC, 77 v^^l/Tt? 
>Ki?X^jK40%h;i/X>j§iS, 1.91 g)^MS 
TjTSTL 12 i^im§H$Lfc. 

X^;U=10:l)T'iHi!L, S!Kb^(KK3:^JU-^ 



it^: 106-111 degC. 

[0154] 

##<5iJ 11 

6- {4-[( 1 -'O ^/^:l-:7x>-2-'f JUTt^-^l/T 
5/]'<:/i^-'U3*-^i/}-2-[(N,N-i^>^^l'75>')pt 



[ib79] 




l-'<>l/^:i-:7x>-2-*;U7t<>K(230 mg)(7) 
THF •;§j$(4 ml)l:: DMF ^ 1 ;"iS*D?L. 

-i7P'jK(0.23 mi)^ 7k54rTAa^. BS-c 30 ^i-ra 

JSJ£5«*;-gitS^THF(l inl)lc5t«t. 6-(4-75y 
'<>i?;U:i-dri/)-2-[(N,N-i/;«^;i'75>');*^-'U] 
7^h7'J>(300 ing)0)e'Jv>Jti«(6 ml)IC7K)^ 
TjTSTL, 15 ^TmnLfzo 

^\Z.EL^mm.^-Q 15 ^felii^*^. 10%R 
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Reference Example 10 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - {4 - [ (4 -methoxy 
benzyl ) oxy ] benzyloxy } tetralin 

[Cheniical Formula 78] 



2 - [ (N, N- dimethylamino ) methyl ] - 6 -hydroxy tetralin 
(300 mg ), 4 - [ (4 -methoxy benzyl ) oxy ] benzyl alcohol 
(1.07 g ), in THF solution (6 ml ) of the triphenyl phosphine 
(1.15 g ), under room temperature it dripped diethyl 
azodicarboxylate (40% toluene solution , 1.91 g ) and 12 
hoursagitated. 

reaction mixture was concentrated, residue was refined with 
alumina column chromatography (developing solvent ;hexane 
-hexane rethylacetate =10:1 ),by recrystallization 
(ethylacetate -hexane ) passed, title compound (260 mg ) was 
acquired. 



6 - {4 - [ (1 -benzothiophene -2- yl ) carbonyl amino ] 
benzyloxy } - 2 - [ (N, N- dimethylamino ) methyl ] tetralin 



1 -benzothiophene -2- carboxylic acid 1 drop it added DMF to 
THF solution (4 ml ) of (230 mg ), the under ice cooling 
added oxalyl chloride (0.23 ml ), 30 minute agitated with 
room temperature . 

After concentrating it melted reaction mixture in THF (1 ml ), 
6 - (4 -amino benzyloxy ) - 2 -under ice cooling dripped in 
pyridine solution (6 ml ) of [ (N, N- dimethylamino ) methyl ] 
tetralin (300 mg ), 15 min agitated. 

Furthermore, reaction mixture with room temperature was 
extracted with ethylacetate 15 min agitation later, including 



melting point : 106-111 deg C. 
[0154] 

Reference Example 1 1 



[Chemical Formula 79] 
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X. mmit-^^ilSO mg)$f#fco 

16S-169degC. 
[0155] 
##«<J 12 

2-[(N,N-vy^;U75/)-^5^.ll/]-6-{4-[(4-yh+v 



lit 80] 



H,q 



10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue was refined with alumina column chromatography 
(developing solvent ;ethylacetate ), by recrystallization (THF 
-IPE ) passed, the title compound (250 mg ) was acquired. 

melting point : 165-169 deg C. 

[0155] 

Reference Example 12 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - {4 - [ (4 
-methoxyphenyl ) sulfonyl amino ] benzyloxy } tetralin 

[Chemical Formula 80] 



6-[(4-T5/^>i?;U)7|-+->]-2-[(N,N-v>^;U 
7Sy);^^;U]xK^'J>(300 mg)(D\l^yJy^}^ 
(6 m\)\zmt 4-yh+V^>-tf>7.;U7tx^;K270 
mg)(D THF ^^^^(l ml)$7K/^T;lSTL. 15 ^fS 

Ml::. 15 ^mmn^^. \o%m 

tZo 

?S**7yu5-^-*7A<7PTh^f7:7>r-(Sga?S 

137-140 deg C 
[0156] 

13 

6-[4-(K>v;i/:^;U7t?x;U75y)^>v;U^+ 
i/]-2-[(N,N-i/y^;U75>')>^;U]xh^»J> 



6 - [ (4 -amino benzyl ) oxy ] - 2 - under ice cooling it dripped 
THF solution (1 ml ) of chloride 4- methoxy benzene sulfonyl 
(270 mg ) in the pyridine solution (6 ml ) of [ (N, N- 
dimethylamino ) methyl ] tetralin (300 mg ), 15 min agitated. 

Furthermore, reaction mixture with room temperature , was 
extracted with ethylacetate 15 min agitation later, including 
10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue was refined with alumina column chromatography 
(developing solvent ;ethylacetate ), by recrystallization 
(ethylacetate -IPE ) passed, the title compound (260 mg ) was 
acquired. 

melting point : 137-140 deg C. 
[0156] 

Reference Example 13 

6 - [4 - (benzyl carbonyl amino ) benzyloxy ] - 2 - [ (N, N- 
dimethylamino ) methyl ] tetralin 

[Chemical Formula 81] 
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6.[(4-75/'<>i>^U)^+*>]-2-[(N,N-i?>^;U 
T5>')>^;U]xh7'J>(300 mg)(De'Ji;>S§j« 
(6 ml)IC)g^b:7x^;UT-tr^;U(200 mg)(7) THF 
ml)^7K;^T;lSTL. 15 ^FeUtif U=c 

MIC. 15 iimLW'^. t&?na 

^^^T^us-^-^^A^^PTh^^^-r— (SPSS 

J«;'s+^^->~'^^-9->:S^^X^;U=2:l)-C||ii 

^b^!fel(175 mg)$^#fco 
M^: 130-135 degC. 
[0157] 

14 

6-[4-( /<> y < ;u 7 s / ) ;u 4^ 

(^b 82] 



.XXXC 



6 - [ (4 -amino benzyl ) oxy ] - 2 - under ice cooling it dripped 
THF solution (1 ml ) of phenylacety 1 chloride (200 mg ) in the 
pyridine solution (6 ml ) of [ (N, N- dimethylamino ) methyl ] 
tetralin (300 mg ), 15 min agitated. 

Furthermore, reaction mixture with room temperature , was 
extracted with ethylacetate 15 min agitation later, including 
sodium bicarbonate-saturated water . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization 
(ethylacetate -hexane ) with alumina column chromatography 
(developing solvent ;hexane -hexane lethylacetate =2:1 ),it 
acquired title compound (175 mg ). 

melting point : 130-135 deg C. 

[0157] 

Reference Example 14 

6 - [4 - (benzoyl amino ) benzyloxy ] - 2 - [ (N, N- 
dimethylamino ) methyl ] tetralin 

[Chemical Formula 82] 



6.[(4-7^y^>v;U)>J-+v]-2-[(N,N-i;/^;U 
T5y)y^;U]T-h^'J>(300 mg)<7)eUv>?tiS 
(6 ml)lzJg^b^>*-/-f;U(0.14 ml)£ik;tT;lST 

Lfco 

?l?^7>U5:>-*^A^P^h^'^7>r-(SPff15§ 

mis mmc^^iiA^ mg)$i#fco 

14^^:128-133 degC. 
[0158] 



6 . [ (4 -amino benzyl ) oxy ] - 2 - under ice cooling it dripped 
benzoyl chloride (0.14 ml ) in pyridine solution (6 ml ) of 
the[ (N, N- dimethylamino ) methyl ] tetralin (300 mg ), 30 
minute agitated with room temperature . 

In reaction mixture it extracted with ethylacetate including 
10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization (THF -IPE ) 
with alumina column chromatography (developing 
solvent ;ethylacetate ),it acquired title compound (240 mg ). 

melting point : 128-133 deg C. 

[0158] 
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15 

2-[(N,N-v>^;U75>')^?^;U]-6-{4-[(4-yh+i/ 
lit 83] 




Reference Example IS 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - {4 - [ (4 -methoxy 
benzoyl ) amino ] benzyloxy } tetralin 

[Chemical Formula 83] 



6-[(4-75y'<>S/;U):*-=*^v]-2-[(N,N-v/f-;U 
75y)/f^;U]T-h7'J>(300 mg)0tf'Ji/>5S5S 
(6 ml)IC^<b p-7'-V'r;U(0.20 ml)$*;^THS 
TL> ^ST' 30 ^reimi^L/c, 

Ltz, 

ISr, «!S1b^tl(300 mg)$l#t=. 
Rk/jl: 155-159 deg C. 
[0159] 
#*0'J 16 

2-[(N,N-v>^;UT5y)P<^;U]-6-{4-[(2->h^v 
[<b 84] 

r II I ? 





6 - [ (4 -amino benzyl ) oxy ] - 2 - under ice cooling it dripped 
chloride p- anisoyl (0.20 ml ) in pyridine solution (6 ml ) of 
the[ (N, N- dimethylamino ) methyl ] tetralin (300 mg ), 30 
minute agitated with room temperature . 

In reaction mixture it extracted with ethylacetate including 
10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization (THF -IPE ) 
with alumina column chromatography (developing 
solvent ;ethylacetate ),it acquired title compound (300 mg ). 

melting point : 155-159 deg C 

[0159] 

Reference Example 16 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - {4 - [ (2 -methoxy 
benzoyl ) amino ] benzyloxy } tetralin 

[Chemical Formula 84] 



6-[(4-75/^>v;U)7|-+'i>]-2.[(N,N-i;y^;U 
75/)>^;U]xh^'J>(200 mg)a)e'Jv>J§iiS 
(4 ml)IC,o.7-V-ryU^n'JK(0.15 ml)^*)^^ 

T^TU MST? 30 ^mmwLtzo 

&mmz 10%J^S*'J^A7K?g5«*Jtin^.KK 

Ltzo 

?^^^7;US:^*^A<7Q^h<fv:7-f-(IS§f1^§ 



6 - [ (4 -amino benzyl ) oxy ] - 2 - in pyridine solution (4 ml ) 
of [ (N, N- dimethylamino ) methyl ] tetralin (200 mg ), under 
ice cooling it dripped o-anisoyl chloride (0.15 ml ), 30 minute 
agitated with room temperature . 

In reaction mixture it extracted with ethylacetate including 
10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization 



m ilf^ '^•l 
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17 

6.{4-[N-(4->h+v'<>V^-1'>U)-N->5^;UT5/] 
[^b 85] 



H,C., 




2-[(N,N-i/-J«^;UT5>');'^-'U]-6-tKadrt/xh 
7'J>(150 mg). N-[4-(tKP^V>^.'UPx- 
;i/]-4-yh='P*>-N-;»5^^U^>XT5K(600 mg). h 
'j:'x^;i/7t^7>7>r>(570 mg)<D THF j§J^(3 ml) 

a 960 mg)$SiaT5STL. 12 BtlHlfllff Lfc. 

B^Kxf^;U:/^/-JU=l:2)-C«S!{Lfc^ T^U 

^/v^-y>:gf^X^;U=2:l)T'imSL. «jHb^ 
!K!I(185 mg)$l#fc, 

'H-NMR (CDCI3) 5 :1.20-1.50(1H, m), 
1.80-2.46(5H, m), 2.25(6H, s), 2.68-2.86(3H, m), 
3.47(3H, s), 3.74(3H, s), 4.95(2H, s), 
6.52-6.76(4H, m), 6.84-7. 14(3H, m), 
7.22-7.38(4H, m). 

[0161] 

#^^] 18 

N-[4-({[2-(i?X5^;i.T£/)X5^;U]75>'}*;U7t^ 

-jiyy 4-e7i-U;u*-'U7t?4r-9-5K 

[^b 86] 



2002-1-9 

(ethylacetate -hexane ) with alumina column chromatography 
(developing solvent ;THF ),it acquired title compound (200 
mg)- 

melting point : 106-108 deg C. 
[0160] 

Reference Example 17 

6 - {4 - [N- (4 -methoxy benzoyl ) -N- methylamino ] 
benzyloxy } - 2 - [ (N, N- dimethylamino ) methyl ] tetralin 

[Chemical Formula 85] 



2 - [ (N, N- dimethylamino ) methyl ] - 6 -hydroxy tetralin 
(150 mg ), N- [4 - (hydroxymethyl ) phenyl ] - 4 -methoxy 
-N- methylbenzamide (600 mg ), in THF solution (3 ml ) of 
triphenyl phosphine (570 mg ), under room temperature it 
dripped diethyl azodicarboxylate (40% toluene solution , 960 
mg ), 12 hoursagitated. 

It concentrated reaction mixUire , after refining residue with 
silica gel column chromatography (developing 
solvent ;hexane ~ethylacetate ~ethylacetate :methanol 
=1 :2 ),it refined with alumina column chromatography 
(developing solvent ;hexane ~hexane :ethylacetate =2:1 ), 
acquired title compoimd (185 mg ). 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.20 - 1.50 (1 
H, m ). 1.80 - 2.46 (5 H, m ), 2.25 (6 H, s ), 2.68 - 2.86 (3 H, 
m ),3.47 (3 H, s ), 3.74 (3 H, s ), 4.95 (2 H, s ), 6.52 - 6.76 (4 
H, m ), 6.84 - 7.14 (3 H, m ), 7.22 - 7.38(4 H, m ). 

[0161] 

Reference Example 1 8 

N- [4 - ({[2 - (diethyl amino ) ethyl ] amino } carbonyl ) 
phenyl ] 4 -biphenylyl carboxamide 

[Chemical Formula 86] 
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r 



CH, 



4-t::7x^'J;i/*;U/t?>K(0.879g)(7) THF{15ml) 
jSl::*)fJT . :i-+-y-'J □ 'J K(0.46nil)*J d: 

i; DMF(i ja)$a]K.fco 



THF(10ml)IZjtPL. :^n*'r>75K^ 
^ ^ (1.078g) i:h'JX^;U75> (1.4ml) (D 
THF(20nil)SjSjai- 0 degC r*;lSTLfco 

(1.147g)^#fc„ 
l!l!,'t:237-240degC(^i-<S). 
[0162] 
##<5>J 19 

4-(4-t'7x:i'j;U)>h+*>)-N-[2-(-<V:^Ptf;U7 
[<b 87] 




4 -biphenylyl carboxylic acid under ice cooling , oxalyl 
chloride (0.46 ml ) and DMF (1 drop ) was added to THF (15 
ml ) solution of (0.879 g ). 

reaction mixture 30 minute agitation later was concentrated 

with room temperature . 

It melted residue in THF (10 ml ), procainamide acetate 
(1.078 g ) with dripped to the THF (20 ml ) suspension of 
triethylamine (1 .4 ml ) with 0 deg C. 

With 0 deg C 30 minute agitation later, in reaction mixture it 
extracted with ethylacetate including 10% aqueous potassium 
carbonate solution . 

You washed organic layer with saturated saline , after drying, 
concentrated. 

residue recrystallization was done from methanol , title 
compound (1.147 g ) wasacquired. 

melting point -.237-240 deg C (Disassembly). 

[0162] 

Reference Example 19 

4 - (4 -biphenylyl ) methoxy ) -N- [2 - (isopropyl amino ) 
ethyl ] benzamide 

[Chemical Formula 87] 



4-(4-e:7x-'J^/h4^v)$Jil#K(1.007g)a) 
THF(30 ml)fcJ:i;7-bh-hU;U (30 ml)(D;1^ 
M}^lZ WSC(0.708 g). HOBt(0.521g). N-^V:f 
□ t°;UXf^U>v75>(0.353g)*JJ:U:h'JX^;U 
75>(1 ml)*JPjlfc. 



4 - THF of (4 -biphenylyl methoxy ) benzoic acid (1.007 g ) 
(30 ml ) and WSC (0.708 g ), HOBt (0.521 g ),N- isopropyl 

ethylenediamine (0.353 g ) and triethylamine (1 ml ) was 
added to mixed solution of acetonitrile (30 ml ). 

With room temperature after 18 hours agitating, in reaction 
mixture it extractedwith ethylacetate including water. 

You washed organic layer with 10% aqueous potassium 
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(0.806 g)Sf#fc. 

a^:150-154degC. 

[0163] 

20 

[<k 88] 




4-t*:7xr:iJ;U^jU7t?>K(1.091g)(D THF(15ml) 
jgjiSl^TKJl^T .t^V-'JJl'^PO') K(0.39ml)*5 J: 
XS DMF(1 ;li)*ftDxfco 

THF(10ml)lCjtjSLs:^O*-f>^M^ 
(1.091g) i:H'J3:^^U75> (0.67inl) O 
THF(30inl)SjSjiSI^ 0 deg C fjiTLfco 
0 deg C -C 30 ^W'^Jf R^mz 10%^®* 

fee 

'(b^!|^!l(0.728g)$^#fc. 

ia^:146-149degC. 

[0164] 

21 

N-[4-({[2-(e?y5^;UT5/)Xf^;U]75/};'3Jl'7t5 
- ;upx:^;U] 4-e7i-'J;u*^l''t<+-y-SK 

[^b 89] 



2002-1-9 

carbonate solution , and saturated saline after 
dryingconcentrated. 

recrystallization doing residue from ethanol , it acquired title 

compound (0.806 g ). 

melting point : 150- 154 deg C. 
[0163] 

Reference Example 20 

2 - (N, N- diethyl amino ) ethyl 4- [ (4 -biphenylyl ) carbonyl 
amino ] benzoate 

[Chemical Formula 88] 



4 -biphenylyl carboxylic acid under ice cooling , oxalyl 
chloride (0.39 ml ) and DMF (1 drop ) was added to THF (15 
ml ) solution of (1 .091 g). 

reaction mixture 30 minute agitation later was concentrated 
with room temperature . 

It melted residue in THF (10 ml ), procaine acetate (1.091 g ) 
with dripped to the THF (30 ml ) suspension of triethylamine 
(0.67 ml ) with 0 deg C. 

With 0 deg C 30 minute agitation later, in reaction mixmre it 
extracted with ethylacetate including 10% aqueous potassium 
carbonate solution . 

You washed organic layer wifli saturated saline , after drying, 
concentrated. 

residue recrystallization was done from ethylacetate /hexane , 
title compound (0.728 g ) wasacquired. 

melting point : 146-149 deg C. 

[0164] 

Reference Example 21 

N. [4 . ({[2 - (dimethylamino ) ethyl ] amino } carbonyl ) 
phenyl ] 4 -biphenylyl carboxamide 

[Chemical Formula 89] 
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4-{4-t*:7i-'j;i/*;u;t?-;uT5 ^ 

(0.323g)a)THF(15 m\)iS^UT-\l\--h'))\^ (15 
ml) fl> S ^ 5S j]S IC WSC(0.248 g) , 
HOBt(0. 1 56g) . N,N- v^^^l/X^b^vTS^ 
(0.097g)fcJ;i;h'JX^;U75>(0.21 inl)^jQ^ 

|4jS:261-264degC(^J-<g) 
[0165] 

aiTO^^m 22 ^j:L^L 25 ICiB«(7)^b^1«3l*, 

21 mmzLxm^uzo 

##«IJ 22 

N-[4-{[2-(tf'<'JS?/X^;U)75y]*;i/7tf;i;U} 
[<b90] 




^0 



4 - THF of (4 -biphenylyl carbonyl amino ) benzoic acid 
(0.323 g ) (15 ml ) and WSC (0.248 g ), HOBt (0.156 g ),N, 
N- dimethyl ethylenediamine (0.097 g ) and triethylamine 
(0.21 ml ) was added to mixed solution of acetonitrile (15 
ml ). 

With room temperature after 18 hours agitating, in reaction 
mixture it extractedwith ethylacetate including water. 

You washed organic layer with 10% aqueous potassium 
carbonate solution , and saturated saline after 
dryingconcentrated. 

recrystallization doing residue from methanol /diethyl ether , 
it acquired title compound (0.100 g ). 

melting point :26 1-264 deg C (Disassembly) 

[0165] 

Reference Example 22 below or it produced compound which 
is stated in 25, in thesame way as Reference Example 21. 

Reference Example 22 

N- [4 - {[2 - (piperidino ethyl ) amino ] carbonyl } phenyl ] 4 
-biphenylyl carboxamide 

[Chemical Formula 90] 



llll^;247-252deg C(»«) 

123 



N-[4-{[2-(l-ePUv-;U)X5^;U]T5/}*>U7t5 

nb9i] 



melting point ;247-252 deg C (Disassembly) 
Reference Example 23 

N- [4 - {[2 - (1 -pyrrolidinyl ) ethyl ] amino } 
carbonyl } phenyl ] 4 -biphenylyl carboxamide 

[Chemical Formula 91] 
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|iJjjjS:241-245degC(^^») 
[0166] 

24 

N-[2-(N,N- ;» ^ U T 5 / ) ^ ^ ^ U -6-x h 7 'J : 

;i/]-4-e7i-'J ;u*^U7t?+t>-5K 

Mb 92] 




14^:164-166 deg C. 

N-[2-(N,N-i^->«^;i'75/)^^;U-6-xK^'J- 

;i/]-4.if:7x^'j;u*;U7t?dF-9-5K 

[^b93] 




lU!jS:>250degC 

'H-NMR; S :1.24-1.54 (IH.m), 1.84-2.10 (2H, 
m), 2.20-2.50 (3H. m). 2.26 (6H, s), 2.79-3.01 
(3H, m), 7.10 (IH, d, J=8Hz), 7.28-7.54 (5H, m). 
7.60-7.82 (5H, m), 7.94 (2H, d, J=8Hz) 

IR(KBr) 3028, 2910, 2640, 1658, 1538, 1417, 
746, 701 cm' 

[0167] 

##^26 

N-{3-[(N,N-v/^;U75^)^^''l']-1.2,3,4-xh^ 
tKn-7-+>"J-;U}-4-t*'7x-'>);u*^l/7t<4^"9"5 



melting point :241-245 deg C (Disassembly) 
[0166] 

Reference Example 24 

N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 
-biphenylyl carboxamide 

[Chemical Formula 92] 



melting point -.164-166 deg C. 
Reference Example 25 

N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 
-biphenylyl carboxamide acetate 

[Chemical Formula 93] 



melting point :> 250 deg C 

<sup>l</sup>H-nmr ;;de: 1.24 - 1.54 (1 H, m ), 1.84 - 2.10 (2 
H, m ), 2.20 - 2.50 (3 H, m ), 2.26 (6 H, s ),2.79 - 3.01 (3 H, 
m ), 7.10 (1 H, d, J=8Hz ), 7.28 - 7.54 (5 H, m ), 7.60 - 7.82 
(5H,m),7.94(2H,d,J=8Hz) 

IR(KBr) 302,829,102,640,165,815,381,417,746,701 cm 

<sup>-l</sup> 

[0167] 

Reference Example 26 

N- {3 - [ (N, N- dimethylamino ) methyl ] - 1, 2, 3 and 4 
-tetrahydro -7-quinolinyl. } - 4 -biphenylyl carboxamide 
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IjV^ljJ CH, 



[Chemical Formula 94] 



4-t::7x^>j;U*;U7K>®(145 mg)CD THFJ§?]K 
(3 ml)IC DMF ^ 1 iSAOit. 7i^)%Tt^'^^JJl<7 
aiJK(0.l ml)*;lTL. MS-C 30 ^mm^L 

fco 

SCc;i«$;»^^ THF(1 ml)(C?§fgL> 7-75/ 
-3-[(N,N.v>^;U75y)pi^;U]-l,2,3,4-Th^t 
KP*yU>(150 mg)CDe'Jv>}§5«(1.5 ml)lC 
*;lrT;fSTL. 30 ^mmWLtzo 

7K?§?]£^Aa^. THF <tPKx^;KD;g^i«-Ctt 



Lfco 

si^F* THF-iPE Mmm^mLs mmit^mim 

mg)$?Sfco 

iliiS: 206-211 degC. 

[0168] 

##151] 27 

4-{N-[(^>v;u;i-+v)*;i/7t?-;i/]-N->^;u7 

5y}-N-{3-[(N,N-vy^;U75>')>^;U]-1.2,3,4- 
7^h5tKP-7-^/'j-;U}^>X75K 

[<b 95] 




4 -biphenylyl carboxylic acid 1 drop it added DMF to THF 
solution (3 ml } of (145 mg ), dripped under ice cooling oxalyl 
chloride (0.1 ml ), 30 minute agitated with room temperature . 

After concentrating it melted reaction mixture in THF (1 ml ), 
7 -amino -3- [ (N, N- dimethylamino ) methyl ] -1, 2, 3 and 4 
-tetrahydroquinoline under ice cooling dripped in pyridine 
solution (1.5 ml ) of (150 mg ), 30 minute agitated. 

It extracted with mixed solution of THF and ethylacetate 
reaction mixture the temperature rise after doing, including 
10% aqueous potassium carbonate solution in room 
temperature . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue recrystallization was done from THF -IPE, title 
compound (180 mg ) wasacquired. 

melting point : 206-21 1 deg C. 

[0168] 

Reference Example 27 

4 - {N- [ (benzyloxy ) carbonyl ] -N- methylamino } -N- {3 - 
[ (N, N- dimethylamino ) methyl ] - 1, 2, 3 and 4 -tetrahydro 
-7-quinolinyl } benzamide 

[Chemical Formula 95] 



4-{N-[(^>v;U:i'+v)*;U7t?:i;U]-N-><^;U7 
£y}$mS^(210 mg)(D THF m}&{2 ml)IC 
DMF^ 1 mtUTLs 7K/1^T:t4^^^-'J;U^P'JK(0.1 

mo^iSTL. mi^x* 30 ^fsmnuzo 

SfEi«^;M$S^ THF(1 ml)ICi§jgL. 7-75/ 
-3.[(N,N-vy^;U75-/)>5^;U]-l,2,3,4-xh^t: 



4 - 1 drop it added DMF to THF solution (2 ml ) of {N- 
[ (benzyloxy ) carbonyl ] -N- methylamino } benzoic acid 
(210 mg ),dripped under ice cooling oxalyl chloride (0.1 ml ), 
30 minute agitated with room temperature . 

After concentrating it melted reaction mixture in THF (1 ml ), 
7 -amino -3- [ (N, N- dimethylamino ) methyl ] -1, 2, 3 and 4 
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KP^/'J>(150 mg)<7)e'Jvl/j§i«(1.5 m\)lZ 
JK^TjiSTL. 30 ^mm^Ltzo 

THF-IPE <feyil«gSU.<SM1b^!K5(220 
tng)^#t::o 
11 jS: 167-172 degC. 

[0169] 

28 

-l,2,3,4-xh7tKP-7-+^'J-;U}-4-e7x^'J 
[lb 96] 




^^fK(l ml)lcil7KffM(0.1 m\)^ta^. 55 deg C 
•C2B#FBl}t#Ufco 

S ft , N-{3-[(N.N- i; > ^ 7 5 / ) ^ ^ 
;U]-l,2,3,4-xH7tKO-7-4r/'J-;i'}-4-t7x:z 

T'72^imi«ftfc. 

mmz io%*K*'J't7A7KJtia^*a^t7;i/ 

THF-IPE Mnt&^u^mit^mo 

mg)$#fco 

|»^: 134-138 deg C. 

[0170] 

29 

N-{1- 7 -b ^ -3-[(N,N- i> > ^ 7 5 y ) ^ 5^ 
;U]-l,2,3,4-xh7tKP-7-+/'J--'l'}-4-e:7x^ 



2002-1-9 

-tetrahydroquinoUne under ice cooling dripped in pyridine 
solution (1.5 ml ) of (150 mg ), 30 minute agitated. 
It extracted with mixed solution of THF and ethylacetate 
reaction mixture the temperature rise after doing, including 
1 0% aqueous potassium carbonate solution in room 
temperature . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue recrystallization was done from THF -IPE, title 
compound (220 mg ) wasacquired. 

melting point : 167-172 deg C. 

[0169] 

Reference Example 28 

N- {3 - [ (N, N- dimethylamino ) methyl ] - 1 -formyl -1, 2, 3, 
4- tetrahydro -7-quinolinyl } - 4 -biphenylyl carboxamide 

[Chemical Formula 96] 



In formic acid (1 ml ) 2 hours it agitated with 55 deg C 
including acetic anhydride (0.1 ml ). 
N- {3 - [ (N, N- dimethylamino ) methyl ] - 1, 2, 3 and 4 
-tetrahydro -7-quinolinyl } - 4 -biphenylyl carboxamide under 
ice cooling it added (80 mg ) to reaction mixture ,between 72 
agitated with room temperature . 

It made alkalinity in reaction mixture including 10% aqueous 
potassium carbonate solution , extracted with the 
ethylacetate . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue recrystallization was done from THF -IPE, title 
compound (80 mg ) wasacquired. 

melting point : 134-138 deg C. 

[0170] 

Reference Example 29 

N- {1 -acetyl -3- [ (N, N- dimethylamino ) methyl ] - 1, 2, 3 
and 4 -tetrahydro -7-quinolinyl } - 4 -biphenylyl carboxamide 
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lit 971 



,xxrc 



N 

O^CH, 



[Chemical Formula 97] 



N-{3-[(N,N-v>^;i/7'5/)P<9';U]-l,2,3,4-xh^ 

tKP-7-+y'j-;u}-4-t*7x:^'j;u*;u7t?#-9-5 

K(80 mg)fl)e'Ji;>j§}«(l ml)IC, ig<b7-b^ 
;U(0.02 ml)$7K/1fT*PX. 15 i^fSimn^. MS 
•C- 15 ^^^jtlf Lfco 

THF-IPE J:yilieSL,^S<b#!|«5(64 
mg)^#tc, 

ilS^: 167-173 degC. 

[0171] 

##«IJ 30 

N-{3-[(N,N-e^y^;U7'5/)>5^;U]-l->^^X;U 
*^;U-l,2,3,4-xh7tK0.7-4r/'J-;U}-4-lf7 

[^b98l 



jOCTC 



V 



N- {3 - [ (N, N- dimethylamino ) methyl ] - 1, 2, 3 and 4 
-tetrahydro -7-quinolinyl } - 4 -biphenylyl carboxamide under 
ice cooling it added acetyl chloride (0.02 ml ) to pyridine 
solution (1 ml ) of (80 mg ), 15 min agitation later, 15 min 
agitated with the room temperature . 

In reaction mixture it extracted with ethylacetate including 
10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue recrystallization was done from THF -IPE, title 
compound (64 mg ) wasacquired. 

melting point : 167-173 deg C. 

[0171] 

Reference Example 30 

N- {3 - [ (N, N- dimethylamino ) methyl ] - 1 -methyl 
sulfonyl -1, 2, 3, 4- tetrahydro -7-quinolinyl } - 4 -biphenylyl 

carboxamide 

[Chemical Formula 98] 



N-{3-[(N,N-VP«^;UT^/)y^;U]-l,2,3,4-7^h7 
tKP-7-^>"J-;i/}-4-e7x^«j;U*;i/7K4r-9"5 
K(80 mg)CDe'Jv>}§i«(l ml)IZ, ^<t/^>X 
;U7fx-yK0.02 ml)$*;*TJn7L.MST* 1 ^fS 

Ml^. SPE:i^lc^1t/^i>x;U7t^-;K0.02 ml) 

^7i^)%Tm^. Mi^v 12 mi\mnuzo 



N- {3 - [ (N, N- dimethylamino ) methyl ] - 1, 2, 3 and 4 
-tetrahydro -7-quinolinyl } - 4 -biphenylyl carboxamide under 
ice cooling it added chloride methane sulfonyl (0.02 ml ) to 
pyridine solution (1 ml ) of (80 mg ), 1 hour agitated with 
room temperature . 

Furthermore, under ice cooling it added chloride methane 
sulfonyl (0.02 ml ) to reaction mixture , 12 hoursagitated with 
room temperature . 

In reaction mixture it extracted with ethylacetate including 
10% aqueous potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after dryingconcentrated. 
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mt: THF-IPE J;yS$gSL,^jS<b^!fel(64 

Rk^: 184-188 degC. 
[0172] 

2-(R)-[2-(N,N-i>^^^l'T5>')Xf^;U]-6-(4-tKa 
[<b99] 




^CH3 



7K^1kU5''^AT;US-OA(60 mg)(7) THF ^ 
ml)lz.7K?^?T.2-(R)-[2-(N,N-v^^;U 

75y)x^;u]-6-[4-(4->h4^v:7x-;u*;U7t?- 

THF5§5a(2ml)S5STLtco 
S<b^1*I(70ing)Si#fc 



residue recrystallization was done from THF -IPE, title 
compound (64 mg ) wasacquired. 

melting point : 184-188 deg C. 

[0172] 

Reference Example 31 

2 - (R ) - [2 - (N, N- dimethylamino ) ethyl ] - 6 - (4 
-hydroxyphenyl ) methoxy tetralin 

[Chemical Formula 99] 



In THF suspension (4 ml ) of lithium aluminum hydride (60 
mg ), under ice cooling , 2- (R ) - [2 - (N, N- dimethylamino ) 
ethyl ] - 6 - THF solution (2 ml )of [4 - (4 -methoxyphenyl 
carbonyl oxy ) phenyl methoxy ] tetralin (330 mg ) was 
dripped. 

It made basic in reaction mixture including 1 Nsodium 
hydroxide water solution , celite filtration did the precipitate 
and excluded. 

filtrate was concentrated, residue was refined with silica gel 
column chromatography (developing solvent ;ethylacetate 
-methanol ),by recrystallization (ethylacetate -hexane ) 
passed, title compound (70 mg ) was acquired. 



m^: 132.135°C. 
















melting point : 132-135* . 


[a]D20 = +56.9° ( 


0.505, 












)■ 


[;al]D20 = +56.9 deg 


0.505 


[me] 


[ta] 


jpll 


)• 



[0173] 

32 

2-(6-p'hdpt/-2-Th7'J-;i')-l-t°^'Jv/-l-X^ 
lit 100] 



Reference Example 32 

2 - (6 -methoxy -2- [tetorariniru ] ) - 1 -piperidino -1- 
ethanone 

[Chemical Formula 100] 
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2-(6->h^i/-2-xh^'J-;U)KK(8.8 g)$ 
THF(150 ml)(!:7-bh-h'J;K50 ml)(D;l^;"«|C 
m^Lsif^')i>y(.5.2 g).WSC(12 g), 
HOBt(6.0 g)*>J:i;h'JXT;UT5>(17 ml)$J]D 



HUS: 59-61 degC. 

[0174] 

##01133 

6-;th+i/-2-(2-e^'Ji^>'x^jU)xh7'J> 



lit ml 




7K*<b'J^OA7;U5-';7A(1.94 g)^) THF B 

m}&(m ml)(w, 2-(6-^h4->-2-xh7'J-;U)-l- 
tf'<'J vAl-X$>'>(9.80 g)<D THF j§j$(50 ml) 

30 ^FelANltr 60 deg C STJSjSL. 

30 ^FelJiff Lfrc 

-IPE J:yif«SrBL, Sii4b^!fel(9.80 g)^#/=o 



H!^: 189-191 deg C. 



2002-1-9 



2 - THF (150 ml ) with it melted (6 -methoxy -2- 
[tetorariniru ] ) acetic acid (8.8 g ) in mixed solution of the 
acetonitrile (50 ml ), 12 hours it agitated with room 
temperature piperidine (5.2 g ), WSC (12 g ), HOBt (6.0 g ) 
and including triethylamine (17 ml ). 

In reaction mixture it extracted with ethylacetate including 
water, 1 Nhydrochloric acid , water and sodium 
bicarbonate-saturated water , water, washed organic layer 
with saturated saline , aflerdrying concentrated. 

residue was refmed with silica gel column chromatography 
(developing solvent ;ethylacetate ), title compound (10.3 g ) 
was acquired. 

crystal which recrystallization is done showed melting point 
below from the hexane . 

melting point : 59-61 deg C. 

[0174] 

Reference Example 33 

6 -methoxy -2- (2 -piperidino ethyl ) tetralin acetate 
[Chemical Formula 101] 



In THF suspension (100 ml ) of lithium aluminum hydride 
(1.94 g ), 2 - (6 -methoxy -2- [tetorariniru ] ) - 1 -piperidino 
-1- ethanone THF solution (50 ml ) of the(9.80 g ) under ice 
cooling was dripped. 

30 minute applying reaction mixture , temperature rise it did 

to 60 deg C, 30 minute agitated. 

It designated reaction mixture as basic after cooling, including 
1 Nsodium hydroxide water solution to room temperature , 
celite filtration did precipitate and excluded. 

It concentrated filtrate , designated residue as acetate , the 
recrystallization did from ethanol -IPE, acquired title 
compound (9.80 g ). 

melting point : 189-191 deg C. 
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[0175] 

i^nm 34 

6-tKP^*>-2-(2-tf^'Jv>'Xf^;U)Th7'J> 
Ut 102] 



.or 



0 



48%a^b7KmK(50 ml)IC 6-p'h^i'-2-(2-e^'J 
J]nx.-C. 7K)i^TJU*'Jl4i:L. tKI^ THF m 

4i:fclSS$n»E-ejfcJ*L.ss^b^«!i(5.8 g) 

gt^: 154-157 degC. 

[0176] 

##t5ll 35 

4-{[2-(2-tf'<'Ji?^X^;U)-6-Th7'J--ll']^+ 
[^k 103] 




rxr' 



0 



HCI 



6- 1 K a Jpi/-2-(2-tf ^ 'J i?/x^;U)x l>7 U > 
(150 g).4-(tKP^*>^^^U)SEtSIJ'5^^l' 

(1 44 g). h'j:7x^;u7^x:7-<>(2.60 g)(;) thf 
W«(i5mi)l-> 7vri;*;u7t<>Ki?x^;K40% 
h;ux>JS;a, 5.10 g)$m;aT?3STU. 12 l^fH 

jl|./s:^+)->~/sdp+|->:K®X^;U=15:l)T*a 



[0175] 

Reference Example 34 

6 -hydroxy -2- (2 -piperidino ethyl ) tetralin 

[Chemical Formula 102] 



4 hours heating and r«fluxmg it made 48% hydrobromic acid 
(50 ml ) 6 -methoxy -2- including (2 -piperidino ethyl ) 
tetralin acetate (9.3 g ). 

reaction mixture under vacuum after concentrating, water 
layer wasdesignated as alkalinity in residue including sodium 
bicarbonate-saturated water , water layer was extracted with 
mixed solution of THF and ethylacetate . 
You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

crystal which it occurs was washed with IPE, title compound 
(5.8 g ) wasacquired. 
melting point : 154-157 deg C. 
[0176] 

Reference Example 35 

4 - {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] oxy 
methyl } methyl benzoate acetate 

[Chemical Formula 103] 



6 -hydroxy -2- (2 -piperidino ethyl ) tetralin (1.50 g ), 4 - 
(hydroxymethyl ) methyl benzoate (1.44 g ), in THF solution 
(15 ml ) of the triphenyl phosphine (2.60 g ), it dripped 
die%l azodicarboxylate (40% toluene solution , 5.10 g ) with 
room temperature , after 12 hoursagitating, concentrated. 

residue after refining, was designated as acetate with alumina 
column chromatography (developing solvent ;hexane 
-hexane :ethylacetate =15:1 ), by recrystallization (methanol 
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190-193 degC. 
[0177] 

36 

4-{[2-(2-e'<'jvyx^;u)-6-xh7'j--;i/]*=^ 

[it 104] 




xxr 



0 



4-{[2-(2-e^'Jv/X^;i/)-6.xh^U-;U]:l-4^ 

5^(1.8 m\)i1}UKs 6 B#rBlj!)Pj|ftji3iELfco 
^L. ?S14*lii?J pH=7 tLtzo 



tZo 

TJsLtZo 

105-108 degC. 
[0178] 

^^m 37 

4-[N-(4->h^v^>y-<;U)-N-;^^;U75y]S 
[<b 105] 




-IPE ) passed, title compound (136 g ) was acquired. 

melting point : 190-193 deg C. 

[0177] 

Reference Example 36 

4 - {[2 - (2 -piperidino ethyl ) - 6 - [tetorariniru ] ] oxy 
methyl } benzoic acid 

[Chemical Formula 104] 



4 - In methanol solution (20 ml ) of {[2 - (2 -piperidino ethyl ) 
- 6 - [tetorariniru ] ] oxy methyl } methyl benzoate acetate 
(1 .06 g ), 6 hours heating and refluxing it did including 3 
Nsodium hydroxide water solution (1.8 ml ). 

reaction mixture after concentrating, including water, 
furthermoreincluding 1 Nhydrochloric acid , liquid was 
designated as approximately pH =7. 

crystal which it occurs was filtered, title compound (0.93 g ) 
was acquired. 

crystal which recrystallization is done showed melting point 
below from the ethanol . 

melting point : 105-108 deg C. 

[0178] 

Reference Example 37 

4 - [N- (4 -methoxy benzoyl ) -N- methylamino ] benzoic acid 
[Chemical Formula 105] 



4-(>^;u75y)SE#^(5.o g)0 thf mm^o 

ml)|zKK:M-'J't7A(23 g)07K?§ia(5O ml)^AP 
X, p-7-V>r;u<7n»JK(5.6 g)^7KJ^^T;'STL. 

15 ^mmn^. ms^v 30 i^mmnuz. 



4 - under ice cooling it dripped p- anisoyl chloride (5.6 g ) to 
THF solution (50 ml ) of (methylamino ) benzoic acid (5.0 g ) 
including aqueous solution (50 ml ) of sodium carbonate (23 
g ), 15 min agitation later,30 minute agitated with room 
temperature , 
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Bt^: 157-160 degC. 
[0179] 

38 

N-[4-(tKP+V^^^l'P3:=.JU]-4-^h**>-N-P» 
[^k 106] 




XT'" 



4.[N-(4--»'h^v^>V^-1'JI')-N--^^-'l'7Sy]Sc 
E#K(114 g)(n THF jtji£(10 ml)IC7t<-7>(D 
THF ?S;"«(1M, 16 ml)$7K/^T/"aTL, 15 ^^FbI 

Max- 1 mmmLtzo 

S'lb^1^!l(770mg)$#fco 

gliiS: 85-90 degC. 
[0180] 
##«>I 39 

4-(4-tf ^xnij ;u*;Uyt<-Jl'75>')3eE#M>^ 
[<b 107] 



2002-1-9 

It designated water layer as acidity in reaction mixture 
including under ice cooling concentrated hydrochloric 
acid .extracted with ethylacetate . 
You washed organic layer with water, and saturated saline 
after dryingconcentrated. 

residue after refining, passing by recrystallization 
(ethylacetate -hexane ) with silica gel column 
chromatography (developing solvent ;hexane 
-hexane -.ethylacetate =1:2 ),it acquired title compound (4.8 

g)- 

mehing point : 157-160 deg C. 
[0179] 

Reference Example 38 

N- [4 - (hydroxy methyl ) phenyl ] - 4 -methoxy -N- 
methylbenzamide 

[Chemical Formula 106] 



4 - under ice cooling it dripped THF solution (1 M, 16 ml ) of 
borane in THF solution (10 ml ) ofIN- (4 -methoxy benzoyl ) 
-N- methylamino ] benzoic acid (1.14 g ), 15 min agitation 
later, 1 hour agitated with the room temperature . 
After adding water to reaction mixture , it extracted with 
ethylacetate including 1 Nhydrochloric acid . 

You washed organic layer with water, and sodium 
bicarbonate-saturated water , saturated saline after 
dryingconcentrated. 

residue after refining, passing by recrystallization 

(ethylacetate -hexane ) with silica gel column 

chromatography (developing solvent ;hexane 

-hexane :ethylacetate =1:2 ),it acquired title compound (770 

mg). 

melting point : 85-90 deg C. 
[0180] 

Reference Example 39 

4 - (4 -biphenylyl carbonyl amino ) methyl benzoate 
[Chemical Formula 107] 
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4-t*:7i-g;U*;U;t?>^(2.184g)0) THF(30ml) 
U DMF(0.04inl)$JPxt=. 

s.mmm^X' 30 ^mmn^mmLtzo 

Bt^^ THF(15ml)ICjtANL,4-75>'S,t§K^ 
^ ;U (1.512g) th'Jxf^jUTSl/ (2.1ml) 0) 
THF(30inl)5ti« IC 0 deg C T?jSTLf=. 

0 deg C -C 30 ^mmn'^s S.!tmz 10%<7X> 
^a®S*fc J:i;i&fO^«*T'3fe^L. Its 



:247-251 deg C. 
[0181] 
##«!I40 

4-(4-e7i-'j;i/*;u/-t?-;i'75y)S.tSI 

[ib 108] 



4 -biphenylyl carboxylic acid under ice cooling , oxalyl 
chloride (1.2 ml ) and DMF (0.04 ml ) was added to THF (30 
ml ) solution of (2.184 g ). 

reaction mixture 30 minute agitation later was concentrated 
with room temperature . 

It melted residue in THF (15 ml ), 4 -amino methyl benzoate 
(1 .5 12 g ) with dripped to the THF (30 ml ) solution of 
triethylamine (2.1 ml ) with 0 deg C. 

With 0 deg C 30 minute agitation later, in reaction mixture it 
extracted with ethylacetate including 10% citric acid aqueous 
solution . 

You washed organic layer with water, and saturated saline 
after drying,concentrated. 

coarse crystal which it acquires was washed with diethyl 
ether , title compound (2.179 g )was acquired. 

melting point :247-251 deg C. 

[0181] 

Reference Example 40 

4 - (4 -biphenylyl carbonyl amino ) benzoic acid 
[Chemical Formula 108] 



4-(4-e37x^'j;u*;U7tf~;uTS-/)^E#^^5^ 

^U(1.998g)(7) TH¥(60m\)iS^XS:^^y—M20m\) 
(DM^^mz lN7KM^b:M-'J^A7K5§i«(8ml) 

^m?L. msr* 18 \^mmnuzo 

S.ltmz IN JSK(iOml)$JQ*. KKx5^;u-e 



4 - THF of (4 -biphenylyl carbonyl amino ) methyl benzoate 
(1 .998 g ) (60 ml ) and in mixed solution of methanol (20 
ml )18 hours it agitated with room temperature including I 
Nsodium hydroxide water solution (8 ml ). 

In reaction mixture it extracted with ethylacetate including 1 
Nhydrochloric acid (10 ml ). 

You washed organic layer with water, and saturated saline 
after drying,concentrated. 
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li4^:>320degC. 

'HNMR(DMS0-d6); 6 •.131-1.51 (3H,m), 7.77 
(2H,d), 7.85 (2H,d), 7.95(4H,s), 8.08 (2H,d), 
10.56 (lH,s) 

[0182] 

##fi!l41 

2-[(N,N-i/>^^U7'5y)^^;i']-6-(4--hP'<:^ 

C^b 109] 



0 




2-[(N,N-yy^;UT5y)y^;U]-6-tKndF>>xh 
7'J>(1.5 g). 4--ha'<>i?JU7;i':3— ;K3.35 
g). h'J7i-;U7t^:^3'^:/(5.74 g)(7) THF 
(15 ml)lc. 77i?*;i/7fC>MvX5^;U(40%h>U 
x^itJg, 9.53 g)$^;aT'jiSTL,24B#rBHtl^ 

■9-»*iST, SH<b^^(l.29 g)Sf§fc. 
iJuSi: 83-89 degC. 
[0183] 
##15lJ 42 

6.(4-T5y'<>i?;U^+i')-2-[(N.N-i^-^^^l'7 
Mb 110] 



2-[(N,N-i/y5^;UT5y)y^;U]-6.(4.ilhP^> 
v;L./1-^v)xKv'J>(1.91 g)CD THF ?§?^(12 

(3.67 g)* jia^. 6 ^fmnuzo 



coarse ci7Stal which it acquires was washed with diethyl 
ether , title compound (l.ViSO g )was acquired. 

melting point :>320 deg C. 

<sup>l</sup>HNMR (DMSO -d<sub>6</sub> );;de: 7.37 - 
7.57 (3 H, m ), 7.77 (2 H, d ), 7.85 (2 H, d ), 7.95 (4 H, s ), 
8.08 (2 H,d),10.56 (lH.s) 

[0182] 

Reference Example 41 

2 - [ (N, N- dimethylamino ) methyl ] - 6 - (4 -nitrobenzyl 
oxy ) tetralin 

[Chemical Formula 109] 



2 - [ (N, N- dimethylamino ) methyl ] - 6 -hydroxy tetralin 
(1 .5 g ), 4 -nitrobenzyl alcohol (3.35 g ), in THF solution (15 
ml ) of triphenyl phosphine (5.74 g ),it dripped diethyl 
azodicarboxylate (40% toluene solution , 9.53 g ) with room 
ten^)erature , 24 hours agitated. 

reaction mixture was concentrated, residue was refmed with 
alumina column chromatography (developing solvent ;hexane 
-hexane :ethylacetate =8:1 ),by recrystallization (ethylacetate 
-hexane ) passed, title compound (1 .29 g ) was acquired. 

melting point : 83-89 deg C. 

[0183] 

Reference Example 42 

6 - (4 -amino benzyloxy ) - 2 - [ (N, N- dimethylamino ) 
methyl ] tetralin 

[Chemical Formula 1 10] 



2 - [ (N, N- dimethylamino ) methyl ] - 6 - in THF solution 
(12 ml ) of (4 -nitrobenzyl oxy ) tetralin (1.91 g ), after adding 
the under ice cooling acetic acid (6 ml ), 6 hours it agitated 
including zinc powder (3.67 g ). 
reaction mixture was filtered, filtrate was concentrated. 
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tZo 

1^ S «S t» 515 : 'H-NMR (CDCI3) 
:1.18-1.50(1H, m), 1.70-2.50(5H, m), 2.24(6H, 
s), 2.72-2.86(3H, m), 3.68(2H, brs), 4.88(2H, s), 
6.58-6.82(4H. m), 6.99(1H, s), 7.14-7.30(2H, m). 

[0184] 

##«!l43 

4-7-'jy*;u7t?-;i'SE#iS^^>u 
[<biii] 




celite filtration designating precipitate as residue including 
10% aqueous potassium carbonate solution and ethylacetate , 
you excluded, extracted filtrate with ethylacetate . 

You washed organic layer with water, and saturated saline it 
driedconcentrated. 

residue was refined with alumina column chromatography 
(developing solvent ;hexane -hexane :etbylacetate =4:1), 
tide compound (1.05 g ) was acquired. 

amorphous condition powder : <sup>l</sup>H-nmr 
(CDCl<sub>3</sub> );de: 1.18 - 1.50 (1 H, m ), 1.70 - 2.50 (5 
H, m ), 2.24 (6 H, s ),2.72 - 2.86 (3 H, m ), 3.68 (2 H, brs ), 
4.88 (2 H, s ), 6.58 - 6.82 (4 H, m ), 6.99 (1 H, s ), 7.14 - 
7.30(2 H,m). 

[0184] 

Reference Example 43 

4 -anilino caibonyl methyl benzoate 

[Chemical Formula 111] 



4->h+V*;i/;t?-;i/$mSK(540 mg). 7-') 
>(0.27 ml). WSC(863 mg)s i3J:i;h'Jx^;i/7 
5>(0.84 ml)^ THF(20 ml)lcjn^lfc. 

j^!tmm)^v 20 nrami^'^. ^xicfcit. m 

Kx^;U-THF(l : l)T'ft ttJ U=. 
#'i*tfcffifgS$I^BJx5^;i.-^^+l->-C'S$g 

b^bLs ^SHt^<«!)(659 mg)$f#fc. 

14;S:189-190degC. 

[0185] 

##^144 

4-7-'j>'*;i/7t-w;uSESK 
[<bii2] 



4 -methoxycarbonyl benzoic acid (540 mg ), aniline (0.27 
ml ), WSC (863 mg ), and triethylamine (0.84 ml ) was added 
toTHF(20ml). 

After 20 hours agitating, you opened reaction mixture to 
water with the room temperature , extracted with ethylacetate 
-THF (1: 1). 

You washed organic layer with water, sodium 
bicarbonate-saturated water and saturated saline afterdrying, 
concentrated. 

coarse crystal which it acquires recrystallization was done 
with ethylacetate -hexane , the title compound (659 mg ) was 
acquired. 

melting point -.189-190 deg C. 
[0185] 

Reference Example 44 

4 -anilino carbonyl benzoic acid 

[Chemical Formula 112] 
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0 



4-7-U^:'3;i'7t<-;i/$S#iJ^T-'l'(511 mg) 
(Dp'^»>'— ;i/(16 tnl)-THF(6ml)5§?$l::. 8 mol tK 

1^ SX^;U-THF(1 : tii Lfzo 

<b^1^a(480mg)$^#fc. 

!!t^:305-307degC. 

[0186] 

i^mm 45 

4-(2-'<>*y[b]77-;i')SESK 
[^k 113] 
H<3 ^ 




f 
0' 



3 



^vOA(200 mg).fccki; 2M ^S^fh'J't^A 
7Kit;^$ iO^v T;U3*>#iBmT. 80 deg CT*5 

-•e*liiLfc(SgB?§>«;KKx5^jU:^*+»-> 
=l:4)o 

miS«*D^ ^^y-H^O ml)-THF(10 ml) 

#b*i^>5§;«l^. M;ar\ 8 mol 7miti-\^')'t^ 
A7KJ§?a(8 ml)*AP^. 2 IftPe^lt^f Lfco 

SlE5§i«lw 1 mol i^m^tU^rM^zLtz^s 
Sif KX5^;1/-THF(1 : l)T*tt th Lfce 



4 -anilino carbonyl methyl benzoate methanol of (51 1 mg ) 
(16 ml ) -THF in (6 ml ) solution , 1 hour itagitated with room 
temperature including 8 mol sodium hydroxide water solution 
(8 ml ). 

In reaction solution after making pH =5 including 1 mol 
hydrochloric acid , it extractedwith ethylacetate -THF (1: 1). 

You washed organic layer with water, and saturated saline 
after drying,concentrated and you washed residue which is 
acquired with the hexane , acquired title compound (480 mg ). 

melting point :305-307 deg C. 

[0186] 

Reference Example 45 

4 - (2 -benzo [b ] ftxranyl ) benzoic acid 

[Chemical Formula 1 13] 



4 -bromo ethyl benzoate toluene of (2.3 g ) (40 ml ) -ethanol 
in (10 ml ) solution , under the argon atmosphere , 5 hours 
reflux it did with 80 deg C benzoftiranyl -2- boronic acid (2.1 
g ), tetra triphenyl phosphine palladium (200 mg ), 
andincludmg 2 M sodium carbonate aqueous solution . 

It diluted reaction mixture with water, extracted with 
ethylacetate . 

You washed organic layer with water, and saturated saline 
after drying,concentrated. 

residue which it acquires was refined with silica gel column 
chromatography (developing solvent ;ethylacetate :hexane 
=1:4). 

purified material after concentrating, methanol (10 ml ) -THF 
was melted in the(10 ml). 

In solution which is acquired, with room temperature , 2 hours 
it agitatedincluding 8 mol sodium hydroxide water solution (8 
ml). 

In reaction solution after making acidity including 1 mol 
hydrochloric acid , it extractedwith ethylacetate -THF (1:1). 
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(2.272 g)^f#fco 

ii.^:292-294degC. 

[0187] 

46 

[lb 114] 




You washed organic layer with water, and saturated saline 
after drying,concentrated. 

residue which it acquires was washed with hexane , title 
compound (2.272 g )was acquired. 

mehing point :292-294 deg C. 

[0187] 

Reference Example 46 

3' -acetylamino -4- biphenylyl carboxylic acid 
[Chemical Formula 1 14] 



title compound was produced to similar to Reference Example 45. 



It 




: 300-301 °C. 






Molten 


mehing point 


: 300 -301 *. 



[0188] [0188] 

^%0|J 47 Reference Example 47 

N-[2-[(E)-(v^^;U75>')>^'J x>]-l-:<-^V N- [2 - [ (E ) - (dimethylamino ) methylidene ] - 1 -oxo -2, 3- 

-2,3-vt:Ka-lH-'f >x>-5-'l';U]7-trh75K dihydro -IH-indene -5-yl ] acetamide 




0 ^ I \ 

HjC 

[<bll5] [Chemical Formula 115] 



5-T-trhT5K-l-'f>^>'> (2.5g, 13.2mmol) 1^ 
jt. 100 deg C T- 3.5 Bt^llilf Lfc^s M&lZ^ 

Xs $tmit^^ (2.73g) imtzo 

'H NMR (DMSO-ds) 6 : 2.08 (3H, s), 3.13 (6H. 
s), 3.87 (2H, s), 7.31 (IH.s), 7.52 (2H, m), 7.86 



5 -acetamide -1- indanone in (2.5 g, 13.2mmol ) with 100 deg 
C 3.5 hours after agitating, it cooledto room temperature 
including dimethylformamide dimethyl acetal . 

You gathered crude product which it precipitated and washed 
with the ethylacetate , acquired title compound (2.73 g ). 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.08 (3 
H, s ), 3.13 (6 H, s ), 3.87 (2 H, s ), 7.31 (1 H, s ), 7.52 (2 H, 
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(IH, s), 10.16 (IH, s). 
###J 48 

N-[2-[(i^>^;U75/)^5^;i']-2,3-i?tKa-lH-'f 
Mb 116] 



47 T?^fc N-[2-[(E)-(i?;»^;UT5/)/^ 
'Jx>]-l-5t-^V-2,3-*>tKn-lH-'f>x>-5-^ 
;U]7-tZh75K (2.70g, 12.3mmol) t 10% 
i?'t7A-fltKI (0.3g) ^.y^'/'-'U (60ml) i:!^ 
m. (6ml) jl^)§;"«IC*P7i.. ^mUH^TICfc 

LN-c 40 deg c -e 1 smmnLtz^s MJi^^)ia 
srEjSi^ 1 ^^^^ (15ml) ^Jn^.i^Kx^ 

#C)*tfca«^7;U5:h*^A^P7h^f7:?'f 
- (Jigaj§(«;i^Slx5^;u) lcJ:yflSL-r. s 
e^b^lJ!! (48.9mg) *#f=. 

'H NMR (CDCI3) 6 : 2.15 (3H, s), 2.25 (6H, s). 
2.28 (2H, ra), 2.61 (3H, m), 3.02 (2H, m), 7.11 
(2H, m), 7.26 (IH, s), 7.39 (IH. s). 

[0189] 

##<5>l49 

N-[6-[(E)-(v>^-'U75/)J^^'Jx:^]-5-/t-^V 
-6,7,8,9-xh7tKa-5H-'<>y[a]v'j7a'^:^T> 

-2-W;u]7-bh75K 

lit 117] 




N-(5-^^V-6,7,8,9-f-h7tKP-5H-'<>V^[a]v 
'^□'s:^T>-2-'(';i/)7-bh75K$fflL^Ts ## 



m), 7.86(1 H,s),10.16(lH,s). 
Reference Example 48 

N- [2 - [ (dimethylamino ) methyl ] - 2 and 3 -dihydro 
-IH-indene -5-yl ] acetamide 

[Chemical Formula 116] 



1 day after agitating, catalyst was filtered with 40 deg C the 
N- [2 - [ (E ) - (dimethylamino ) methylidene ] - 1 -0x0 -2, 3- 
dihydro -IH-indene -5-yl ] acetamide which is acquired with 
Reference Example 47 (2.70 g, 12.3mmol ) with 10% 
palladium -carbon (0.3 g ),methanol (60 ml ) with in addition 
to acetic acid (6 ml ) mixed solution , in under the hydrogen 
atmosphere , filtrate under vacuum was removed. 

In reaction mixture it extracted with ethylacetate after 
washing with ethylacetate including 1 normal hydrochloric 
acid (15 ml ), including potassium carbonate . 

extracted liquid was washed with saturated saline , after 
drying, solvent under the vacuum was removed with 
anhydrous sodium sulfate . 

Refining residue which it acquires wdth alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (48.9 mg ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.15 (3 H, s ), 
2.25 (6 H, s ), 2.28 (2 H, m ), 2.61 (3 H, m ), 3.02 (2 H, m ), 
7.1 1 (2 H, m ),7.26 (1 H. s ). 7.39 (1 H. s ). 

[0189] 

Reference Example 49 

N- [6 - [ (E ) - (dimethylamino ) methylidene ] - 5 -0x0 -6, 7, 
8, 9-teti^hydro -5H-benzo [a ] cycloheptene -2- yl ] acetamide 

[Chemical Formula 1 17] 



title compound was acquired making use of N- (5 -0x0 -6, 7, 
8, 9-tetrahydro -5H-benzo [a ] cycloheptene -2- yl ) 
acetamide , by doing theoperation of being similar to 
Reference Example 47. 
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'H-NMR (CDCI3) <S: 1.78-1.90 (2H, m), 2.17 
(3H, s), 2.34 (2H, t, J = 6.6Hz), 2.74 (2H, t, J = 
6.8 Hz), 3.11 (6H, s), 7.21 (IH, d, J = 8.1 
Hz),7.48-7.63 (3H, m), 7.73 (IH, s). 

m^: 177-180 deg C (eS<b5§l«:Ki|xf^;U. 
vx^;UX— T-;U) 

50 

8-[(v.;t^;U7S>')y5^;U]-6,7-i?tKO-5H-'<> 
7[a]v"j7P^^T^>-3-75> 

Hbiis] 



<sup>l</sup>H-ninr (CDCl<sub>3</sub> );de: 1.78 - 1.90 (2 
H, m ), 2.17 (3 H, s ), 2.34 (2 H, t, J = 6.6Hz ), 2.74 (2 H, t, J 
= 6.8 Hz ), 3.1 1 (6 H, s ). 7.21(1 H. d, J = 8.1 Hz ), 7.48 - 7.63 
(3H.in), 7.73 (1 H,s). 

melting point : 177-180 deg C (crystallization 
solvent :ethylacetate -diethyl ether ) 

Reference Example 50 

8 - [ (dimethylamino ) methyl ] - 6 and 7 -dihydro -5H-benzo 
[a ] cycloheptene -3- amine 

[Chemical Formula 118] 



49 Vmtz N-[6-[(E)-(v>5^;U75/)^5^ 
>Jx>]-5-:^-+V-6,7,8,9-xh7tKa-5H-'<>^/ 
[a]'>^P'N:^T>-2-'<;U]7-th75K*fflL^r. 

nmm 41 o 2)tmmomf^^'i7oztizMs 

'H-NMR (CDCI3) d : 1.90-2.01 (2H, m), 2.22 
(6H, s), 2.35 (2H. t, J = 6.3Hz), 2.72 (2H, t, J = 
5.4 Hz), 2.91 (2H, s), 3.7 (2H. br, NH2), 6.28 
(IH, s), 6.40-6.50 (2H. m), 6.94 (IH, d, J = 7.8 

Hz). 

[0190] 
##^51J51 

6-[(i/ > ;U 7 5 y ) ^ ;i/ ]-6,7,8,9-x h 7 1 K P 
-5H-'<>'y [a]*>^ P '^:^x>-2-75> 

Mb 119] 



1 



N 



By operating in same way making use of N- [6 - [ (E ) - 
(dimethylamino ) methylidene ] - 5 -oxo -6, 7, 8, 9-tetrahydro 
-5H-benzo [a ] cycloheptene -2- yl ] acetamide which 
isacquired with Reference Example 49, Working Example 41 
2) with, it acquired title compound as oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.90 - 2.01 (2 
H, m ), 2.22 (6 H, s ), 2.35 (2 H, t, J = 6.3Hz ), 2.72 (2 H, t, J 
= 5.4 Hz ), 2.91 (2 H, s ), 3.7(2 H, br, NH<sub>2</sub> ), 
6.28 (1 H, s ), 6.40 - 6.50 (2 H, m ), 6.94 (1 H, d. J = 7.8 Hz ). 

[0190] 

Reference Example 5 1 

6 - [ (dimethylamino ) methyl ] - 6, 7, 8 and 9 -tetrahydro 
-5H-benzo [a ] cycloheptene -2- amine 

[Chemical Formula 1 19] 



50 Vmtz 8-[(v>TF;U75y)y5^;i/]-6,7- 
vtKP-5H-^>7[a]v^P^3^x>-3-75>^ 

mi^x.^mm 48 trnmomr^^noztiz^ 

^H-NMR (CDCI3) 6 : 1.30-1.63 (3H, m), 
1.65-2.22 (lOH. m), 2.44-2.80 (4H,m), 3.5 (2H, 
br, NH2), 6.35-6.48 (2H, m), 6.92 (IH, d, J = 7.8 
Hz). 



By doing operation of being similar to Reference Example 48 
8 it acquireswith Reference Example 50 - [ (dimethylamino ) 
methyl ] - 6 and 7 -dihydro -5H-benzo making use of [a ] 
cycloheptene -3- amine , itacquired title compound as oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.30 - 1.63 (3 
H. m ), 1.65 - 2.22 (10 H, m ), 2.44 - 2.80 (4 H, m ), 3.5 (2 H, 
br, NH<sub>2</sub> ),6.35 - 6.48 (2 H, m ), 6.92 (1 H, d, J = 
7.8 Hz ). 
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52 

6-(l-tf'<'J•P--;^^^^^)-7,8-vtKa-2-:^■7^^ 
Cib 120] 



1) IIS£^)41 (D l)r-»fc6-7-t2h75K-2-(N,N- 

e^'jv> (ioomi)a);l^<^S.24B#FiaJn^a 

x;UA^bJ^S^bLT6-7-bhT5K-2-(l-e^'Jv 
=.;1/;«^'Jx>)-1-tH^p:^ (7 g)*3Jsltfel»* 

2) ±15 l)T'^#fc 6-T-bh75K-2-(l-t°^'>li^- 
fl) 2)i:liHtO)^^^^T9-tlwJ;y.ga<b# 

'H NMR (CDCb) <5 : 1.44-1.57 (6H. m), 
2.25-2.34 (6H, tn), 2.72 (2H, t, J=8.0 Hz), 2.98 
(2H, s), 3.59 (2H, s), 6.23 (IH, s), 6.45-6.47 (2H. 
m), 6.81 (IH, d, J=8.7 Hz). 

[0191] 

53 

6-(l-tf'<'Ji?-;i/>f'-'l')-5.6,7,8-Th7tKP-2- 
l\t 121] 



;CCno 



52 -e^#tc 6-(l-e^'Ji?--/U>f'Jl')-7,8- 
vtKP-2-:J-:7^b>75>$fflt^'C. ##^1 48 

•H NMR (CDCb) 5: 1.25-2.82 (19H, m), 3.36 
(2H, bs), 6.44-6.49 (2H, m),6.88 (IH, d, J=8.1 
Hz). 

#%fiy54 



2002-1-9 

Reference Example 52 

6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro -2- naphthalene 
amine 

[Chemical Formula 120] 



1) Working Example 41 1) with 6 -acetamide -2- where it 
acquires (N, N- dimethylamino methylidene ) - 1 -tetralone 

(1 1 g ) with mixture of piperidine (100 ml ) was done, 24 hour 
heating and refluxing . 

After removing piperidine of excess under vacuum , 
crystallization doing residue which is acquired from 
tetrahydrofuran -isopropyl ether , 6 -acetamide -2- (1 
-bipyridinyl methylidene ) - 1 -tetralone itacquired (7 g ) as 
pale yellow powder . 

2) Description above 1) By operating in same way so 6 
-acetamide -2- where it acquires (1 -bipyridinyl methylidene ) 
- making use of 1 -tetralone , Working Example 41 2) with, 
itacquired tiUe compound as amorphous condition powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.44 - 1.57 (6 
H, m ), 2.25 - 2.34 (6 H, m ), 2.72 (2 H. t, J=8.0 Hz ), 2.98 (2 
H, s ), 3.59(2 H, s ), 6.23 (1 H, s ). 6.45 - 6.47 (2 H, m ), 6.81 
(1 H,d,J=8.7Hz). 

[0191] 

Reference Example 53 

6 - (1 -bipyridinyl methyl ) - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalene amine 

[Chemical Formula 121] 



By doing operation of being similar to Reference Example 48 
6 it acquireswith Reference Example 52 - (1 -bipyridinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as amorphous condiUon 
powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.25 - 2.82 
(19 H, m ), 3.36 (2 H, bs ), 6.44 - 6.49 (2 H, m ), 6.88 (1 H, d, 
J=8.1Hz). 

Reference Example 54 
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6-(l -bf P U v:^;u>^;U)-7.8-i^ t Ka-2--J-7^ U 
>T5> 

[it 122] 



6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalene amine 

[Chemical Formula 122] 



141 0) l)t?^#fc6-7-bhT5K-2-(N,N-v> 
^;U75/>^'Jx>)-l-Th^P>$fflL^-C. # 

'H NMR (CDCI3) 6 : 1.76-1.80 (4H, m), 2.30 
(2H, t , J = 7.8 Hz), 2.47-2.49 (4H, m), 2.74 (2H, 
t, J = 7.8 Hz), 3.13 (2H, s), 3.59 (2H, brs),6.26 
(IH, s), 6.45-6.47 (2H, m), 6.82 (IH, d, J = 
8.6Hz). 

[0192] 

##01155 

6-(l-e P U ^;i/)-5,6,7,8-Th7t KP-2- 

Ut 123] 




By doing operation of being similar to Reference Example 52 
Working Example 411) with6 -acetamide -2- where it 
acquires (N, N- dimethylamino methylidene ) - making use of 
1 -tetralone , it acquired title conq)ound as amorphous 
condition powder . 

<sup>l</sup>Hnmr(CDCl<sub>3</sub>);de: 1.76- 1.80(4 
H, m ), 2.30 (2 H, t , J = 7.8 Hz ), 2.47 - 2.49 (4 H, m ), 2.74 
(2 H. t, J = 7.8 Hz ), 3.13(2 H, s ), 3.59 (2 H, brs ), 6.26 (1 H, 
s ), 6.45 - 6.47 (2 H, m ), 6.82 (1 H, d, J = 8.6Hz ). 

[0192] 

Reference Example 55 

6 - (1 -pyrrolidinyl methyl ) - 5, 6, 7 and 8 -tctrahydro -2- 

naphthalene amine 

[Chemical Formula 123] 



#%^J 54 x-mtz 6-(i-t:aUv-;i'>T;u)-7,8- 
i;tKP-2-:^-7^U>75>$fflt^X, ##15iJ 48 

'H NMR (CDCI3) 6 : 1.45-1.90 (lH,m), 
1.55-2.80 (16H, m), 3.48 (2H, brs), 6.44 (IH, s). 
6.47 (2H, d, J = 8.1 Hz), 6.88 (2H. d, J = 8.1 Hz). 

4'-<7 P a -N-[6-('j7 P P .><5';U)-7,8--:/ 1 K □-2--^3> 

^u-;u][i,i'-t':7xri;u]-4-*;U7K+-9-5K 

C^b 124] 



By doing operation of being similar to Reference Example 48 
6 it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as amorphous condition 

powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.45 - 1.90 (1 
H, m ), 1.55 - 2.80 (16 H. m ), 3.48 (2 H, brs ), 6.44 (1 H, s ), 
6.47(2 H, d, J = 8.1 Hz ). 6.88 (2 H, d, J = 8.1 Hz ). 

Reference Example 56 

4' -chloro -N- [6 - (chloromethyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 124] 
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mnm 41 vmz 4'-'{7nD.N-[6-[(i;y^;u75 

/)>^;^]-7,8-i;tKP-2-:^:?^^-;^][l,r-t^7 

xii;U]-4-:^;U7Hdp-9-5K (750mg)(7)xhvtKP 
77> (30 ml)jS?aiC. -78 deg CT* l-':7Pax 
>7nn7n;i/;«— h (0.23 ml)$ J)Px.fc^, 30 

^tl (600 mg)^^#t=o 

Itj^: 179-181 deg C (fSS^bjSJi: xK^HKP 
[0193] 

57 

6-(4-=E;i/7hx'J--'U^5^^l')-5.6,7,8-xh7tKP-2- 
[<b 125] 




k.0 



141 (D l)r*#fc6.7-bh75K-2-(N,N-i?> 

*H NMR (CDCI3) 5 : 1.22-1.41 (IH, m), 
1.80-1.82 (2H, m), 2,22-2.34 (10H,m), 3.50 (2H, 
s), 3.69-3.72 (IH, m), 6.40 (IH, s), 6.44 (IH, d, J 
= 8.1Hz), 6.85 (IH, d, J = 8.1 Hz). 

#%15l] 58 

N-[6-( ^ □ □ y ^ ;u )-7,8- V t K a -2- :^ 7 $1 b - 
;u][ij'-e:7x-;uH-*>U7t?4-9-5K 

lit 126] 



4* which is acquired with Working Example 41 -chloro -N- [6 
. [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, T -biphenyl ] - 4 -carboxamide in the 
tetrahydrofuran (30 ml ) solution of (750 mg ), - 1 
-chloroethyl chloroformate after adding (0.23 ml ), 30 
minutesspending with 78 deg C, temperature rise it did to 
room temperature . 

Removing solvent under vacuum , crystallization doing 
residue which itacquires, from tetrahydrofuran -n- hexane , it 
acquired title compound (600 mg ). 

melting point : 179-181 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0193] 

Reference Example 57 

6 - (4 -morpholinyl methyl ) - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalene amine 

[Chemical Formula 125] 



By sequential doing operation of being similar to Reference 
Example 52, Reference Example 48 the Working Example 41 
1) with 6 -acetamide -2- where it acquires (N, N- 
dimethylamino methylidene ) - making use of 1 -tetralone ,it 
acquired title compound as amorphous condition powder . 

<sup>l</sup>Hnmr(CDCl<sub>3</sub> );de: 1.22-1.41 (1 
H, m ), 1.80 . 1.82 (2 H, m ), 2.22 - 2.34 (10 H, m ), 3.50 (2 
H, s ),3.69 - 3.72 (1 H, m ), 6.40 (1 H, s ), 6.44 (1 H, d, J = 
8.1Hz), 6.85(1 H,d,J=8.1Hz). 

Reference Example 58 

N- [6 - (chloromethyl ) - 7 and 8 -dihydro -2- naphthalenyl ] 
[1, r -biphenyl ] - 4 -carboxamide 

[Chemical Formula 126] 
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47 -eHfr N-[6-[(vy^;UT5/)-^^ 
;W]-7,8-i/tKP-2-:^7^U-;U][l,l'-t:7i- 

M^: 163-165 deg C (^gS<bJ§<«: xh^tKn 

[0194] 
#%^5!I59 

3-[(N,N-i/>^;U75/)/^;i']-2H-'j7P;t>-7-7 
5> 




title compound was acquired by doing operation of being 
similar to the Reference Example 56 N- which is acquired 
with Working Example 47 [6 - [ (dlmethylamino ) methyl ] - 
7 and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - making 

use of4 -carboxamide . 

melting point : 163-165 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0194] 

Reference Example 59 

3 - [ (N, N- dimethylamino ) methyl ] - 2 H-chromene 
-7-amine 

[Chemical Formula 127] 



7-7-trT;UT5>'-3,4-vtKP^ap<>-4-:*->$- 

mi^x. mMm 41 w \)tsjiifmMm 41 o 2) 

'H-NMR (CDCI3) 6 : 2.20 (6H, s), 2.94 (2H, s), 
3.66 (2H, brs), 4.71 (2H. s), 6.16-6.21 (2H, m), 
6.76(lH,d, J = 7.8Hz). 

[0195] 

60 

6-[(i^>^;UT5/)j<5^;U]-7,8-vtKP-i-:^:7^ 




title compound was acquired making use of 7 -acetylamino -3, 
4- dihydro chromene -4- on , Working Example 41 1) and the 
Working Example 41 2) with by sequential doing similar 
operation. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.20 (6 H, 
s ), 2.94 (2 H, s ), 3.66 (2 H, brs ), 4.71 (2 H, s ), 6.16 - 6.21 
(2 H, m ), 6.76(1 H, d, J = 7.8 Hz ). 

[0195] 

Reference Example 60 

6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -1- 
naphthalene amine 

[Chemical Formula 128] 



1) Xi5Bt*0<D^j£ i'y:yt^y<P ziSii^-tr- 
i/3>X, 26(18). 3443 (1996))lc<fcy ^/jgi^/;; 

4-(2-75/7i-yu):?^>iS-?»^;u ^Mik 



4 it synthesizes [shinsetekku ] [komyunikeeshonzu ], 26 (18), 
with 3443 (1996) - (2 -amino phenyl ) methyl butanoate 
acetate (7.20 g, 0.037 mol ) and the triethylamine (5.06 g, 
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(7.20 g, 0.037 mol)fc<fcU:h'JX-?^;i/75:/ (5.06 
g, 0.05 mol)*.-Th^tKD7^> (60nil)ICj§® 
L. ^<b7-b^;U (3.51 g, 0.045 mol)*3STL 

fZo 

MST' 30 'Ammwu s.st^m\zmmj^^)i'. i 

;U-n-^#-9->(l:l)<7)jl^J«$*DX., StiitelS 
4-(2-7-t^;U75y:7x=.;i/)^5'>K> 
6.40g$fifet85|5tLT»fc. 

'H-NMR (CDCb) d : 1.77-1.86 (2H, m), 2.29 
(3H, s), 2.41-2.45 (2H, m), 2.59-2.62 (2H, m), 
3.74 (3H, s), 7.03 (IH, t, J=7.3 Hz), 7.11-7.12 
(IH, m), 7.22 (IH, t, J=7.3 Hz), 8.08 (IH, d, 

J=8,l Hz), 8.33 (IH, s). 

2) 7KiJ'J>K lOOg t: 130 deg C icjDj^L. 
TIC l)T'^|^>tlfc 4-(2-7-t:f^;U75>'7i-;i/) 
Zf^l^tk^'J'Jl 6.40g (0.027mol)^Jn^fco 

-y->=l:l (7);g^j«^*nx> B^Bmi^!)^ 5l5fL, 5- 
7-b5^;U75Al-xh7n> 2.80g $Sfet»3S<i: 

'H-NMR (CDCb) 5 :2. 10-2. 19 (2H, m), 2.24 
(3H, s), 2.66 (2H, t, J=6.3 Hz), 2.84 (2H, t, J=5.7 
Hz), 7.06 (IH, brs), 7.34 (IH, t, J=7.5 Hz), 
7.82(1H, d, J=7.5 Hz), 7.95 (IH, d, J=7.5 Hz). 

3) #t)*lfr 5-7-t^JU7S/-l-xh^P> 0.6g 
(3.0mmol)^i;p«f';U7h;UA75K i/Xf^;i'7-t 
^-;U 20ml iCjgjBL, 4 B*ra»lSiS3SLfc. 

^tiim^^U KKx^^U-Cjfc^LT. 5-7-lr 
5^JU75/-2-(i/p<5^;i'7S/)/^'J-T>-l-Th7 
a> o.58g^llfe*»*i:Lrt#fco 

'H-NMR (CDCb) S: 2.21 (3H, s), 2.68-2.72 
(2H, m), 2.86-2.90 (2H, m),3.11 (6H, s), 
7.26-7.31 (2H, m), 7.62 (IH, m), 7.69 (IH, s), 
7.92 (IH, m).4)h'J7-bh+e^tKnl50^-i-h'J 
'^A 424mg(2.0mmol)^,7K/'^T.i^^ 5ml <!: 
xh7tKP:?7> 1ml <»;l^j§j$IC)§«L. 3) 
X-miXtz 5-7-b5^;U75y-2-i^/^JU75/p' 
f^'J-T>-l-xhva> 129mg (0.5mmol)$ttlX., 

15 i^mmnttzo 

mmmmummmz^^y-)i. lomi^^n 



0.05 mol ), was melted in tetrahydrofuran (60 ml ), acetyl 
chloride (3.51 g, 0.045 mol ) was dripped. 1) literature known 
method 

30 minute it agitated with room temperature , it extracted in 
reaction mixture including ethylacetate , 1 normal 
hydrochloric acid . 

water wash , concentrated dry solid it did organic layer , it 
filtered crystallized matter in residue including mixed solution 
of ethylacetate -n- hexane (1: 1), 4 - it acquired (2 
-acetylamino phenyl ) methyl butanoate 6.40g as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.77 - 1.86 (2 
H, m ), 2.29 (3 H, s ), 2.41 - 2.45 (2 H, m ), 2.59 - 2.62 (2 H, 
m ),3.74 (3 H, s ), 7.03 (1 H, t, J=7.3 Hz ), 7.1 1 - 7.12 (1 H, 
m ), 7.22 (1 H, t, J=7.3 Hz ), 8.08 (1 H, d, J=8.1 Hz ), 8.33 (1 
H,s). 

2) polyphosphoric acid lOOg was heated to 130 deg C, under 
agitating 1) with 4 itacquires - (2 -acetylamino phenyl ) 
methyl butanoate 6.40g (0.027 mol ) was added. 

1 hour agitation later, you opened reaction mixture to ice 
water , youextracted including ethylacetate , water. 

With saturated aqueous sodium bicarbonate solution , saline 
you washed, concentrated organic layer , you filtered the 
crystallized matter in residue including mixed solution of 
ethylacetate -n- hexane =1:1, you acquired 5-acetylamino -1- 
tetralone 2.80g as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.10 - 2.19 (2 
H, m ), 2.24 (3 H, s ), 2.66 (2 H, t, J=6.3 Hz ), 2.84 (2 H, t, 
J=5.7 Hz ), 7.06 (1 H, brs ), 7.34(1 H, t, J=7.5 Hz ), 7.82 (1 H, 
d, J=7.5 Hz ), 7.95 (1 H, d, J=7.5 Hz ). 

3) 5 -acetylamino -1- tetralone 0.6g where it acquires it 
melted (3.0 mmol ) in dimethylformamide diethyl acetal 
20ml , 4 hours heating and refluxing did. 

It filtered crystallized matter , washed with ethylacetate , 5 
-acetylamino -2- it acquired the(dimethylamino ) methylidene 
-1- tetralone 0.58g as yellow powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.21 (3 H, 
s ), 2.68 - 2.72 (2 H, m ), 2.86 - 2.90 (2 H, m ), 3.1 1 (6 H, s ), 
7.26 -7.31 (2 H, m), 7.62 (1 H, m ), 7.69 (1 H, s ), 7.92 (1 H, 
m ). 4) It melted triacetoxy hydro boric acid sodium 424mg 
(2.0 mmol ), in mixed solution of under ice cooling , acetic 
acid 5ml and tetrahydrofuran 1ml , 15 min it agitated 3) with 
5-acetylamino -2- dimethylamino methylidene -1- tetralone 
129mg where it acquires including (0.5 mmol ). 

reaction mixture was concentrated, imder ice cooling , sodium 
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^,7K,1fT> TKB^bTt^'l^m-fh'J'^A 38mg 
(lmmol)$*P^fco 

itMx^;i,:n-^+-9->=l:l)ICTmSlL. 



'H-NMR (CDCI3) : 2.24(6H, s), 2.37(2H, t, 
J=8.1 Hz). 2.63(2H, t, J=8.1Hz), 2.97(2H, s), 
3.58(2H, brs), 6.29(1H. s,). 6.53(1H, d, J=8.1 
Hz). 6.57 (IH. d. J=8.1 Hz), 6.97(1H, t, J=8.1 
Hz). 

[0196] 

61 

7-[(i/yf^;^75y)/5^;^]-5.6-i;tKp-2-:^7^' 

[^b 129] 



1) 7--hP-l-7"h7P> 8.32g (0.044mol). jH^g 
^ 24ml (0.29mol)$->'^>'— ;!/ 100ml Icjfjg 
L> 7.30g(0.13mol)$ 1 l^^1*^ltT^>!^IC 

1 B#rsim#^. sf5i«$jiiSiL. msmiz 4 ^ 

^7KK^b:>-h'J0A*;'§j«. KSIx5^;u^Jp^ 

lOOmK h'JX^'^UyS^ 5.05g (O.OSmol) 

7K)tT> ^\tT-\l=f-)^ 3.92g (0.05mol)^*Qjt., 
30 ^^Pel^jf P^X^;U. 1 S^«i!$*Il?l 

Th'?*73»^-(JlB3jtji:i^^X^;U)|-T^i} 
7-7-t^;U75/-l-xh7P> 7.52g 

'H-NMR (CDCI3) 5 : 2.09-2.18 (2H, m), 
2.21(3H, s), 2.65 (2H, t, J=6.3 Hz). 2.94 (2H, t, 
J=6.3 Hz), 7.24 (IH, d, J=8.4 Hz). 7.82 (IH, s). 



2002-1-9 

borohydride 38mg (1 mmol ) was added to residue including 
methanol 10ml . 

1 hour agitation later, it concentrated reaction mixture , it 
extracted in residue including 5 normal hydrochloric acid , 
ethylacetate , 2 hours heating and refluxing did water layer . 

It extracted in reaction mixture including 4 rule sodium 
hydroxide water solution , ethylacetate , after water 
wash .concentrated organic layer , refined residue with 
alumina column chromatography (developing solvent ; 
ethylacetate :n- hexane =1:1 ), itacquired title compound 
80mg as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.24 (6 H, 
s ), 2.37 (2 H, t, J=8,l Hz ), 2.63 (2 H, t, J=8.1Hz ), 2.97 (2 H. 
s ), 3.58 (2 H, brs ), 6.29 (1 H, s, ),6.53 (1 H, d, J=8.1 Hz ), 
6.57 (1 H, d, J=8.1 Hz ), 6.97 (1 H. t, J=8.l Hz ). 

[0196] 

Reference Example 61 

7 - [ (dimethylamino ) methyl ] - 5 and 6 -dihydro -2- 
naphthalene amine 

[Chemical Formula 129] 



1) 7 -nitro -1- tetralone 8.32g (0.044 mol ), it melted 
concentrated hydrochloric acid 24nil (0.29 mol ) in methanol 
100ml , 1 hour applied iron decimeter 7.30g (0.13 mol ) and 
added gradually. 

1 hour agitation later, it concentrated reaction mixture , it 
extracted in residue including 4 rule sodium hydroxide water 
solution , ethylacetate . 

organic layer was concentrated after drying, tetrahydroftiran 
100ml , triethylamine 5.05g (0.05 mol ) was added to the 
residue . 

It extracted including under ice cooling , acetyl chloride 3.92g 
(0.05 mol ), 30 minute agitation later,including ethylacetate , 
1 normal hydrochloric acid . 

It concentrated organic layer , refined residue with silica gel 
column chromatography (developing solvent :ethylacetate ), 
itacquired 7 -acetylamino -1- tetralone 7.52g as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.09 - 2.18 (2 
H, m ), 2.21 (3 H, s ), 2.65 (2 H, t, J=6.3 Hz ), 2.94 (2 H, t, 
J=6.3 Hz ), 7.24 (1 H, d, J=8.4 Hz ), 7.82(1 H, s ). 7.98 (1 H, 
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7.98 (IH, brs), 8.15 (IH, d, J=7.5 Hz). 

3.00g (0.0148mol)^fflL^T. #%0IJ 60 CO 3)<S:PI 

molsmizM 7-7-t:^;uT5/-2-(i>y^;uT 

5y)^^'Jx>-l-xh^n> 2.95g ^Sfet»*t 

'H-NMR (CDCI3) d : 2.17 (3H, s), 2.78-2.82 
(2H, m), 2.88-2.93 (2H, m), 3.14 (6H, s), 7.14 
(IH, d, J=8.1 Hz), 7.74 (IH, s), 7.76 (IH, s). 
8.09-8.12 (lH,m), 8.24 (IH.s). 

3) 2)T-#btlfc 5-7-b^;UT5/-2-v>^;U75 
y :it^\yy-l-7-h'yO> 628mg (2.43inmol)$ffl 

l^T.##^5l] 60 o 4)tmmoi5^\zMnm 

it-^^ 300mg ^m^iA^mtLXmtzo 

'H-NMR (CDCI3) 5 : 2.23 (6H, s), 2.29 (2H, t, 
J=8.4 Hz), 2.71 (2H, t, J=8.4 Hz), 2.97 (2H, s), 
3.52 (2H, brs), 6.24 (IH. s,), 6.41 (IH, s,), 6.46 
(IH, d, J=7.8 Hz), 6.90 (IH, d, J=7.8 Hz). 

[0197] 

#%^J 62 

N,N-i? y 5^ ;U-N-[(7-7S>'-2,3-i? t K □ - 1 ,4-^ > 
\/i?;l-+i/>-2--r;i')y^-'l']75> 

Ut 130] 




brs), 8.15(1 H,d,J=7.5Hz). 

2) 1) So 7 -acetylamino -1- tetralone 3.00g where it acquires 
making use of (0.0148 mol ), Reference Example 60 3) with 
with similar method 7 -acetylamino -2- it acquired 
(dimethylamino ) methylidene -1- tetralone 2.95g as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.17 (3 H, 
s ), 2.78 - 2.82 (2 H, m ), 2.88 - 2.93 (2 H, m ), 3.14 (6 H, s ), 
7.14(1 H, d, J=8.1 Hz ), 7.74 (1 H, s ), 7.76 (1 H, s ), 8.09 - 
8.12(1 H,m), 8.24(1 H,s). 

3) 2) So 5 -acetylamino -2- dimethylamino methylene -1- 
tetralone 628mg where it acquires making use of (2.43 
mmol ), Reference Example 60 4) with with similar method it 
acquired title compound 300mg as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.23 (6 H, 
s ), 2.29 (2 H, t, J=8.4 Hz ), 2.71 (2 H, t, J=8.4 Hz ), 2.97 (2 
H, s ), 3.52 (2 H, brs ), 6.24 (1 H, s, ),6.41 (1 H, s, ), 6.46 (1 
H, d, J=7.8 Hz ), 6.90 (1 H, d, J=7.8 Hz ). 

[0197] 

Reference Example 62 

N, N- dimethyl -N- [ (7 -amino -2, 3- dihydro -1,4- benzo 
dioxine -2- yl ) methyl ] amine 

[Chemical Formula 130] 



CH. 



1) l,2-i5tKP+t'-4--hP'0-tf> 5.00g 
(0.032mol). mMMOM. 9.67g (0.07mol). 
■^^P^tK'J> 5.30g (0.039mol)^i/^^;U7t^;i' 
A75K 100ml IC5$«L. 100 deg C 1 t^Wint 

mUL. j§ai1«!l^l^®X^;i.-n--^dF-9->(l:l) 
(7);g^?i;1ir-gfe^L.(7--hP-2,3-i;tKP-l,4- 
^>v^i?;i-+e/>-2-'f;u)y^>'-;i/ 3.3ig $a 

'H-NMR (CDCI3) d : 1.95-1.99 (IH, m), 
3.89-3.97 (2H, m), 4.19-4.29 (2H,m), 4.41-4.45 
(IH, m), 6.96 (IH, d, J=8.6 Hz), 7.78-7.81 (2H, 
m). 

2) l)T-^#P>:h.^c(7--hP-2,3-i;tKP-l,4-'<>V^ 
*Jt^i/>-2-^)\^):^^y-)\^ l.OOg (4.74mmol) 



1) 1 and 2 -dihydroxy -4- nitrobenzene S.OOg (0.032 mol ), 
potassium carbonate 9.67g (0.07 mol ), it melted epi bromo 
hydrin 5.30g (0.039 mol ) in the dimethylformamide 100ml , 
1 hour agitated with 100 deg C. 

Including water, it extracted with ethylacetate . 

After water wash , it concentrated organic layer , refmed 
residue with the alumina column chromatography (developing 
solvent ;ethylacetate ), washed eluted substance with mixed 
solution of ethylacetate -n- hexane (1: 1), it acquired(7 -nitro 
-2, 3- dihydro -1, 4- benzo dioxine -2- yl ) methanol 3.31 g as 
white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.95 - 1.99 (1 
H, m ), 3.89 - 3.97 (2 H, m ), 4.19 - 4.29 (2 H, m ), 4.41 -4.45 
(1 H, m ), 6.96 (1 H, d, J=8.6 Hz ), 7.78 - 7.81 (2 H, m ). 

2) 1) So (7 -nitro -2, 3- dihydro -1,4- benzo dioxine -2- yl ) 
methanol l.OOg which is acquired (4.74 mmol ) with it melted 
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th'JXf^;UT5> 719mg (7.10mmol)^ i/;*^ 
;u;h;uA75K 30ml ir^gfiL. 
;U^P'jK 651mg (5.68mmol)$»P^T,MST- 
30 Lfc. 

v>^;i/75>*JSjS$*DX 60 deg C tf 5 l^ra 

^+)->=3:7)ICTllSL,N,N-i?>f^;U-N-[(7-- 
h □ -2,3-i? t KP -1 ,4-'<>7e^:*-+*>i/-2-<;U)> 
5^;U]75> 802mg $ilfej^tt!K!l^:LT^#fc„ 

'H-NMR (CDClj) 6 : 2.34 (6H. s), 2.50-2.68 
(2H, m), 4.02-4.09 (2H, m), 4.30-4.36 (IH, m), 
4.39^.44 (2H, m), 6.94 (IH, d, J=8.9H2), 
7.76-7.84 (2H, m). 

3) 2)X''^i^htz N,N-v>5^;U-N-[(7--hP-2,3- 

5> 802mg (3.37mmol)i;l^K 3inl ^i-^J— 
10ml ICjfjgL. 0.80g(I4nimol)$ 1 li# 

1 ^fm.W^. SfCiiS^ ;li^L. 4 m 

*7A<7P-7h^7:?'r-(S^^!«:i^Kxf^;u 

-n.^^lpH^->=3:7)l=T«SILs a)a<b^!|«! 
514mg ^i{fe;tttt1«3tLrl#fco 

'H-NMR (CDCI3) 5 : 2.32 (6H, s), lAl-lM 
(2H, m), 3.40 (2H, s), 3.86-3.93 (IH, m), 
4.19-4.27 (2H, m), 6.18-6.22 (IH, m). 6.29 (IH, 
s), 6.67 (IH. d, J=8.7 Hz). 

[0198] 

##0"] 63 

N,N-i?y^;U-N-[(6-75>'-2,3--:?tKP-1.4-^> 

^/i;5^4^*»-2-'r;^)>^;^]75> 

\\t 131] 



triethylamine 719mg (7.10 mmol ) in dimethylformamide 
30ml , 30 minute it agitated with room temperature including 
the methane sulfonyl chloride 6Slmg (5.68 mmol ). 

5 hours it agitated with 60 deg C including dimethyl amine 

water solution . 

Including water, it extracted with ethylacetate . 

After water wash , it concentrated organic layer , reilned 
residue with the alumina colunui chromatography (developing 
solvent ;ethylacetate :n- hexane =3:7 ), it acquired N, N- 
dimethyl -N- [ (7 -nitro -2, 3- dihydro -1,4- benzo dioxine -2- 
yl ) methyl ] amine 802mg as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.34 (6 H, 
s ), 2.50 - 2.68 (2 H, m ), 4.02 - 4.09 (2 H, m ), 4.30 - 4.36 (1 
H, m ),4.39 - 4.44 (2 H, m ), 6.94 (1 H, d, J=8.9Hz ), 7.76 - 
7.84 (2 H,m). 

3) 2) So N, N- dimethyl -N- [ (7 -nitro -2, 3- dihydro -1, 4- 
benzo dioxine -2- yl ) methyl ] amine 802mg which is 
acquired (3.37 mmol ) with it melted the concentrated 
hydrochloric acid 3ml in methanol 10ml , 1 hour applied iron 
decimeter 0.80g (14 mmol ) and added gently. 

1 hour agitation later, it concentrated reaction mixture , it 
extracted in residue including 4 rule sodium hydroxide water 
solution , ethylacetate . 

After drying, it concentrated organic layer , refined residue 
with the silica gel column chromatography (developing 
solvent :ethylacetate -n- hexane =3:7 ), it acquired title 
compound 514mg as colorless oil . 

<sup>l</sup>H-nmr (CDCI<sub>3</sub> );de: 2.32 (6 H, 
s ), 2.43 - 2.64 (2 H, m ), 3.40 (2 H, s ), 3.86 - 3.93 (1 H, m ), 
4.19 -4.27 (2 H, m ), 6.18 - 6.22 (1 H, m ), 6.29 (1 H, s ), 6.67 
(1 H, d,J=8.7Hz). 

[0198] 

Reference Example 63 

N, N- dimethyl -N- [ (6 -amino -2, 3- dihydro -1,4- benzo 
dioxine -2- yl ) methyl ] amine 

[Chemical Formula 131] 



H,N' 




I 



1) i,2-vtKP^v-4.-ha^>-tf> 4.65g 
(0.030mol). ^K*U'!7A 8.71g (0.063inol). *V 
^v^^;U^n'JK 2.42g (0.030moI)$v;^^;U 
Ttx^UATSK 50ml Iwjg^gL. 40 deg C T* 30 ^ 



1) 1 and 2 -dihydroxy -4- nitrobenzene 4.65g (0.030 mol ), 
potassium carbonate 8.71 g (0.063 mol ), it melted 
methoxymethyl chloride 2.42g (0.030 mol ) in the 
dimethylformamide 50ml , 30 minute agitated with 40 deg C. 
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Xlf::?P^tK'J> 7.20g (0.045mol)$Jn^ 60 
degC-C80^J-raS*Ptfco 

'sdp-tl->=l:4)IC-rffiS!L. 2-[[2-(-»th+*»h='P 

v/)-5--hp:7xy4^v]>t^;i/]:j-^i/7> 2.6ig 

'H-NMR (CDCI3) 6 : 2.79-2.81 (IH, m), 
2.93-2.96 (IH, m), 3.41 (IH, m), 3.53 (3H, s), 
4.01-4.07 (IH, m), 4.40-4.45 (IH, m), 5.32 (2H, 
s), 7.22 (IH, d, J=9.0 Hz), 7.82-7.91 (2H, m). 

2) \)V'mhtz 2-[[2-(yh:^*>yh^i/)-5--ha 
•7x/+v]y^;U]:*-+V7> 4.00g (0.016mol) 
^^^/-){^ 50ml ICjgjgLs lOVoi^m^^^^- 

10ml ^JP^T. MS-C 30 i^^mi^L 

fco 

mm^mmL. 30ml, 

*g't7A 6.50g (0.047m01)^JaXs 60 deg C T* 1 

A^PTh^^^'^f- (Slf1jt!«;i^^x^;u)|c 
r*li{L.(6--hP-2,3-vtKP-l,4-^>7i?:l- 
^♦»-2-'(';U)>^y-;i/ 2.12g $Sfet»*tL 

'H-NMR (CDCI3) <5 : 1.90-1.94 (IH, m), 

3.89-3.97 (2H, m), 4.19-4.28 (2H,m), 4.41-4.45 
(IH, m), 6.97 (IH, d, J=8.6 Hz), 7.78-7.82 (2H, 
m). 

3) 2)-e^#P)*tfc(6-^hP-2,3-i?tKP-l,4-^>V^ 
v7f+i^>-2--<;i')>^y— ;b l.OOg (4.74mmol) 

imi^x. 62 (D 2)mm<Di5^x\ n,n- 

^ ;U-N-[(6-:i h P-2,3-i; t KP-1 ,4-^:/y 
7|-^v>-2-<;U)^^;U]75> 910mg ^ftlfejft 
^^tLXmtz. 

'H-NMR (CDCI3) (5 : 2.35 (6H, s), 2.52-2.70 
(2H, m), 3.98-4.05 (2H. m), 4.35-4.39 (3H. m), 
6.95-6.98 (IH, m), 7.77-7.80 (2H, m). 

4) 3)-e#b*lfc N,N-vyf-;U-N-[(6--hP-2,3- 

e;tKp-l,4-'<>'/^?;^+*»-2-'f;^)y5^;^]7 

S^- 910mg (3.82mmol)^fflL^T,##^J 62 CD 
3)tmm<Dy5^X'. m^it-^^ 750mg ^ilfe 
lA^^tLXmZo 



80 minute it agitated with 60 deg C including epi bromo 
hydrin 7.20g (0.045 mol ). 

Including water, it extracted with ethylacetate . 

After water wash , it concentrated organic layer , refined 
residue with the alumina column chromatography (developing 
solvent :ethylacetate -n- hexane =1 :4 ), 2 - it acquired [[2 - 
(methoxy methoxy ) - 5 -nitro phenoxy ] methyl ] oxirane 
2.6 Ig as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.79 - 2.81 (1 
H, m ), 2.93 - 2.96 (1 H, m ), 3.41 (1 H, m ), 3.53 (3 H, s ), 
4.01 -4.07 (1 H, m ), 4.40 - 4.45 (1 H, m ), 5.32 (2 H, s ), 7.22 
(1 H, d, J=9.0 Hz ), 7.82 - 7.91 (2 H, m ). 

2) 1) So 2 it acquires - it melted [[2 - (methoxy methoxy ) - 5 
-nitro phenoxy ] methyl ] oxirane 4.00g (0.016 mol ) in 
methanol 50ml , 30 minute it agitated with room temperature 
including 10% hydrochloric acid methanol solution 10ml . 

It concentrated solvent , in residue 1 hour it agitated with 60 
deg C including methanol 30ml , potassium carbonate 6.50g 
(0.047 mOl ). 

It concentrated solvent , it extracted with ethylacetate 
including thewater. 

After water wash , it concentrated organic layer , refined 
residue with the alumina column chromatography (developing 
solvent ;ethylacetate ), it acquired (6 -nitro -2, 3- dihydro -1, 
4- benzo dioxine -2- yl ) methanol 2. 12g as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.90 - 1.94 (1 
H, m ), 3.89 - 3.97 (2 H, m ), 4.19 - 4.28 (2 H, m ), 4.41 -4.45 
(1 H, m ), 6.97 (1 H, d, J=8.6 Hz ), 7.78 - 7.82 (2 H, m ). 

3) 2) So making use of (6 -nitro -2, 3- dihydro -1, 4- benzo 
dioxine -2- yl ) methanol l.OOg (4.74 mmol ) which is 
acquired. Reference Example 62 2) with with similar method , 
it acquired N, N- dimethyl -N- [ (6 -nitro -2, 3- dihydro -1, 4- 
benzo dioxine -2- yl ) methyl ] amine 910mg as the colorless 
oil. 

<sup>l</sup>H-nmr (ax:i<sub>3</sub> );de: 2.35 (6 H, 
s ), 2.52 - 2.70 (2 H, m ), 3.98 - 4.05 (2 H, m ), 4.35 - 4.39 (3 
H, m ),6.95 - 6.98 (1 H, m ), 7.77 - 7.80 (2 H, m ). 

4) 3) So making use of N, N- dimethyl -N- [ (6 -nitro -2, 3- 
dihydro -1, 4- benzo dioxine -2- yl ) methyl ] amine 910mg 
(3.82 mmol ) which is acquired, the Reference Example 62 3) 
with with similar method , it acquired title compound 750mg 
as the colorless oil . 



Page 150 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 

'H-NMR (CDCI3) 8 : 2.32 (6H, s). 2.43-2.64 
(2H, m), 3.40 (2H. s). 3.86-3.92 (IH. m), 
4.13-4.27 (2H, m), 6.19-6.28 (2H, m), 6.67-6.70 
(IH. m). 

[0199] 

#%««64 

1 -[(6-75 >'-2,3- V t K □ - 1 ,4-'<> '/S/^f+i/ :/ 

-2-'(';u)>^;u]tfn'Ji/> 



lit 132] 




1) (6--H □-2,3- V t K □ -1 ,4-'<>l/ v:i-+*» 
-2-'f;i/)>$y— ;U 1.12g (5.30minol)<!:t°a'Ji^> 
lOml imi^Xs 62 (7) 2)tm¥^Ol57kV 
l-[(6--hP-2,3-i/tKP-l,4-/<>yi?t=lr'» 
-2-'f;U)>^;U]tf P'Jv> 1.30g 

'H-NMR (CDCI3) 8 : 1.79-1.83 (4H, m), 
2.60-2.62 (4H, m), 2.78 (2H, d, J=5.9 Hz), 
4.00-4.07 (IH, m), 4.38-4.42 (2H, m), 6.95-6.98 
(lH,m). 7.76-7.80 (2H,in). 

2) l)X'^tz l-[(6--hP-2,3-vtKP-l,4-'<>'/ 
i?:i-^i/>-2-'r;U)>5^;U]tf P'Jv^ 1.30g 
(4.92rmnol)$fflL^T. 62 0) 2)tm¥k(r> 

yDm-r^mmit-^^ i.03g ^m&^^mtLx 

'H-NMR (CDCI3) 6 : 1.74-1.83 (4H, m), 
2.54-2.63 (4H, m), 2.69-2.72 (2H,in), 3.40 (2H, 
s), 3.91-3.97 (IH, m), 4.18-4.30 (2H, m), 
6.18-6.25 (2H, m), 6.70 (IH, d, J=8.4 Hz). 

[0200] 

##i5tl 65 

N-[(7-7'5/-3,4-v t KP-2H--J7 P ^>-3--<;U)./ 



lit 133] 




59 X-mtz 3-[(N,N-i/y5^/UT5y)>^ 

;U]-2H-':7P.;t>-7-75> 150mg (0.73iiunol). 1 
m^i^^ 0.5mK 10%/«^vOAm^ 40mg i 



2002-1-9 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 2.32 (6 H, 
s ), 2.43 - 2.64 (2 H, m ), 3.40 (2 H, s ), 3.86 - 3.92 (1 H. m ), 
4.13 -4.27 (2 H, m ), 6.19 - 6.28 (2 H, m ), 6.67 - 6.70 (1 H, 
m). 

[0199] 

Reference Example 64 

1 - [ (6 -amino -2, 3- dihydro -1, 4- benzo dioxine -2- yl ) 
methyl ] pyrrolidine 

[Chemical Formula 132] 



1) (6 -nitro -2, 3- dihydro -1,4- benzo dioxine -2- yl ) 
methanol 1.1 2g (5.30 mm ol ) with making use of pyrrolidine 
10ml , Reference Example 62 2) with 1- it acquired [ (6 -nitro 
-2, 3- dihydro -1,4- benzo dioxine -2- yl ) methyl ] 
pyrrolidine 1 .30g with similar method as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.79 - 1.83 (4 
H, m ), 2.60 - 2.62 (4 H, m ), 2.78 (2 H, d, J=5.9 Hz ), 4.00 - 
4.07 (1 H, m ),4.38 - 4.42 (2 H, m ), 6.95 - 6.98 (1 H, m ), 
7.76 -7.80 (2 H,m). 

2) 1) So 1 it acquires - making use of [ (6 -nitro -2, 3- dihydro 
-1, 4- benzo dioxine -2- yl ) methyl ] pyrrolidine 1.30g (4.92 
nmiol ), Reference Example 62 3)with it acquired title 
compound 1.03g with similar method as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.74 - 1.83 (4 
H, m ), 2.54 - 2.63 (4 H, m ), 2.69 - 2.72 (2 H, m ), 3.40 (2 H, 
s ),3.91 - 3.97 (1 H,m), 4.18-4.30(2 H.m), 6.18-6.25(2 
H,m), 6.70(1 H, d, J=8.4 Hz ). 

[0200] 

Reference Example 65 

N- [ (7 -amino -3, 4- dihydro -2H-chromene -3- yl ) methyl ] 
-N, Ndimethyl amine 

[Chemical Formula 133] 



3 it acquires with Reference Example 59 - [ (N, N- 
dimethylamino ) methyl ] - 2 H-chromene -7-amine 1 50mg 
(0.73 mmol ), it melted 1 normal hydrochloric acid 0.5ml , 
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mis^^b^^. bm^&mL. nrnmrii'S.-t 

;b:n-^^-9-:/=3:7)lCTllML. Se^b^fel 
15mg ^«featfe1^!l.!:Lr#fco 

'H-NMR (CDCI3) d : 2.20-2.24 (3H, m), 
2.24(6H, m), 2.30-2.40 (IH, m), 2.75-2.80 (IH, 
m), 3.60 (IH, m), 3.75-3.80 (2H, m), 4.20-4.25 
(IH, m), 6.20 (IH, tn), 6.21-6.25 (IH, tn), 6.82 
(lH,d,J=7.8Hz). 

##«<J 66 

6-[(i^y^;i'T5/)>5^;i']-5-^5^-'l'-7,8-i^tKP 
-2-:^:7^^>75> 



C^b 134] 




1) 6-7Hr5^->l/7 5>'-l-Th7a> 5.5g 
(0.027mol)i:i^>^Vl'^^U>7>=E-OA'5n 
"JK 6.3g(0.068mol)$7-bh-h'J;U 100ml 
K^tKa77> lOOml ©;g^j§j$lwj§l^L.48 

Kx^;Hc^jSL. 0.5 m^TKKIb-fh'J't^ATK 

6-7*5^ yi'75/-2-(i?^5^;u 
75>')^5^;i/-l-xh^n> 4.48g*«lfejS!Kfeli: 

2) #e>4xfc 6-7-fe5^;i/75y-2-(i;y^;i/7S^) 
.?«^;U-1--Th70> 260mg (1.00inmol)$T-h7t 
Ka377> lOml 7Ki^T. IM ^T^UV 
y;^i/'t7A:?a5K xh^tKP^^^iSjSf 3ml 
(3.00nimol)*»Djc.T.SSTs 16 ^WSI^L 

fee 

^^b7:/^-';7 A7Kj§j«$Ja^. KSlx^;ur- 
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10%palladium-carbon 40mg in methanol 5ml , contact 
hydrogenation did with ambient temperature ambient 

pressure . 

catalyst after removal by filtration , it concentrated filtrate , 
refined the residue with alumina column chromatography 
(developing solvent ;ethylacetate :n- hexane =3:7 ), it 
acquired title compound 15mg as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.20 - 2.24 (3 
H, m ), 2.24 (6 H, m ), 2.30 - 2.40 (1 H, m ), 2.75 - 2.80 (1 H, 
m ),3.60 (1 H, m ), 3.75 - 3.80 (2 H, m ), 4.20 - 4.25 (1 H, 
m ), 6.20 (1 H, m ), 6.21 - 6.25 (1 H, m ), 6.82(1 H, d, J=7.8 
Hz). 

Reference Example 66 

6 - [ (dimethylamino ) methyl ] - 5 -methyl -7, 8-dihydro -2- 
naphthalene amine 



1) 6 -acetylamino -1- tetralone 5.5g (0.027 mol ) with it 
melted dimethyl methylene ammonium chloride 6.3g (0.068 
mol ) in mixed solution of acetonitrile 100ml and 
tetrahydrofuran 100ml , 48 hours agitated. 

It filtered crystallized matter , after washing, melted in 
ethylacetate with the tetrahydrofiiran , separating it did 
including 0.5 rule sodium hydroxide water solution . 

It concentrated organic layer , 6 -acetylamino -2- it acquired 
(dimethylamino ) methyl -1- tetralone 4.48g as the colorless 
oil. 

2) 6 -acetylamino -2- where it acquires it melted 
(dimethylamino ) methyl -1- tetralone 260mg (1.00 mmol ) in 
tetrahydrofuran 10ml ,under room temperature , 16 hours it 
agitated including under ice cooling , IMmethyl magnesium 
bromide tetrahydrofiiran solution 3ml (3.00 nunol ). 

Including ammonium chloride aqueous solution , it extracted 
with ethylacetate . 

organic layer after concentrating, separating it did in residue 
including5 normal hydrochloric acid , ethylacetate , 4 hours 
reflux it did in water layer including concentrated 
hydrochloric acid . 

It concentrated reaction mixture , it extracted including 1 
normal sodium hydroxide water solution , 



[Chemical Formula 134] 
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(JiBa?g!i;i^^Xf^;U:n-'^4r-9->=3:7)(CTg 

gL. Mit-^^ 83ing im^ii^^tLxm 

'H-NMR (CDCI3) S : 2.04 (3H. s), 2.24 (6H, s), 
2.28 (2H, t, J=7.4 Hz), 2.66 (2H, t, J=7.4 Hz), 
3.04 (2H, s), 3.62 (2H, s). 6.49 (IH, s), 6.51-6.55 
(IH, m), 7.10 (IH, d, J=8.1 Hz). 

[0201] 

#%«!67 

6-[(v>5^;UT5/)P»f-;i/]-5-X^;U-7,8-vtKP 
-2--f:7^L/>T5> 



lit 135] 




#%^51J 66 (D l)-ef#fc 6-7-tr5^;UT5/-2-(i;p« 
^^UT5/)y^;u-l-xh7n>i:x^;u-7y*>i/ 

'H-NMR (CDCI3) d : 1.06 (3H, t, J=7.5 Hz), 
2.24 (6H, s), 2.27 (2H, m), 2.52-2.66 (4H, m), 
3.04 (2H, s), 3.61 (2H, s), 6.51 (IH, s), 6.51-6.55 
(lH,m), 7.11 (lH,d, J=8.1 Hz). 

68 

6-[(i/>^^U75/)^5^;i/]-5-f'V:?^JU-7,8-i/t 
K□-2-■^7^^>T5> 



lit 136] 




66 0) \)-Qmtz 6-7-tr^;uT5y-2-c:;y 

^;UT5y')>5=-;U-l-7'h7P>t-fV:?^;U-7^f 

mizLxmmit^^m^im^tLxmtz. 

'H-NMR (CDCI3) <S : 0.88 (6H, d, J=6.7 Hz), 
1.73-1.79 (IH, m), 2.21 (6H,s), 2.28 (2H, t. J=7.0 
Hz), 2.44 (2H, d, J=7.3 Hz), 2.63 (2H, t, J=7.0 
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ethylacetate .concentrated organic layer , refined residue witb 
alumina column chromatography (developing 
solvent jethylacetate :n- hexane =3:7 ), itacquired title 
con^und 83mg as colorless oil . 

<sup>l</sup>H-nmr (CDCI<sub>3</sub> );de: 2.04 (3 H, 
s ), 2.24 (6 H, s ), 2.28 (2 H, t, J=7.4 Hz ), 2.66 (2 H, t, J=7.4 
Hz ), 3.04 (2 H, s ), 3.62 (2 H, s ),6.49 (1 H. s ), 6.5 1 - 6.55 (1 
H,m),7.10 (1 H.d, J=8.1 Hz). 



Reference Example 66 1) with 6 -acetylamino -2- where it 
acquires making use of (dimethylamino ) methyl -1- tetralone 

and ethyl magnesium bromide , Reference Example 66 2) 
with to similar it acquired the title compound as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.06 (3 H, t, 
J=7.5 Hz ), 2.24 (6 H, s ), 2.27 (2 H. m ), 2.52 - 2.66 (4 H, 
m ), 3.04 (2 H, s ), 3.61(2 H, s ), 6.51 (1 H, s ), 6.51 - 6.55 (1 
H,m), 7.11 (1 H,d, J=8.1 Hz). 

Reference Example 68 

6 - [ (dimethylamino ) methyl ] - 5 -isobutyl -7, 8-dihydro -2- 
naphthalene amine 



You acquired title compound Reference Example 66 1) with 6 
-acetylamino -2- where it acquiresyou used (dimethylamino ) 
methyl -1- tetralone and isobutyl magnesium bromide , 
Reference Example 66 2) with to similar as colorless oil . 

<sup>l</sup>H-nmr (CDCI<sub>3</sub> );de: 0.88 (6 H, d, 
J=6.7 Hz ), 1.73 - 1.79 (1 H, m ). 2.21 (6 H, s ), 2.28 (2 H, t, 
J=7.0 Hz ), 2.44 (2 H, d, J=7.3 Hz ), 2.63(2 H, t. J=7.0 Hz ), 



[0201] 

Reference Example 67 

6 - [ (dimethylamino ) methyl ] - 5 -ethyl -7, 8-dihydro -2- 

naphthalene amine 

[Chemical Formula 135] 



Reference Example 68 



[Chemical Formula 136] 
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Hz), 3.09 (2H, s), 3.60 (2H, s), 6.49 (IH, s), 
6.51-6.53 (IH, m), 7.08 (IH, d, J=7.8 Hz). 

[0202] 

##«IJ 69 

5-.jt5^;U-6- (l-ePUi5-^Uy^;U)- 7,8-i?tKP 
-2--f:7^U>75> 

[^b 137] 




1) 41 (D l)T'libixfc 6-T-b^;uT5y 
-2-(i?>^;i/75/)y^'J-T>-l-xh7P> 4.90g 
(0Mlmo])t:tfO*yjy 25ml l::SISL.2 BtK 

Stlli|*l^?>azLs B^^X^;U-n-^=Sr+>-:^(l:l)(7) 
;I^jS5«-ej5fe5^L. 6-T-tr^;i'T5^-2-epiJv 
-;U>^'Jx>-l-xh7P> 5.03g ^JlfelSB^t 

'H-NMR (CDCI3) 5: 1.75-2.00 (4H, m), 2.19 
(3H, s), 2.70-3.00 (4H. m), 3.50-3.70 (4H, m), 
7.20-7.25 (IH, m), 7.67 (IH, s), 7.70-7.90 (2H, 
m), 7.97(lH,d,J=8.4Hz). 

2) mB. 50ml i:xh7tKP'7=7> 12.5ml fl)jS 
^Jgj^lc. 7K;1JT. h'J7-bh=^->tKPlf 
h'JOA 3.18g (0.015mol)$ jtffiL. l)T'#fc 6- 
7-l:5^;U75>'-2-hfP'Ji?-;i/>^'Jx>-l-Th 
7P> 2.84g(0.01mol)^*n^fco 

1 mmmn'^> 5fE;j«^;i$iL, ^gifeiiCs 1 m 

Bihmt:bmL. P^X^;U-n-^+-9->(l:l)(7) 
jl^jiiS-Cgtif L-C. 6-T-b^;i'T5>'-2-eP'J 
*:/-;U>^;l/-l-f-h7P:> 2.65g$fi'&t»5fe<!:L 

'H-NMR (CDCI3) (5: 1.78 (4H, m), 1,90-2.02 
(IH, m), 2.20 (3H, s), 2.35-2.98 (lOH, m), 
7.20-7.23 (IH, m), 7.57 (IH, s), 7.66 (IH, m), 
7.97(lH,d,J=8.4Hz). 

3) 2)T'#t.^tfc 6-7-tr5^;uT5/-2-en'j-:;-;u 

pt5^;i/-l-Th7P>£fflt^r, #%0iJ 66 <J) 2)t 

'H-NMR (CDCI3) 6 : 1.73-1.79 (4H, m). 2.04 
(3H, s), 2.31 (2H, t, J=7.4 Hz), 2.49-2.54 (4H, 



3.09 (2 H, s ), 3.60 (2 H, s ), 6.49 (1 H, s ), 6.51 - 6.53 (1 H, 
m), 7.08(1 H,d,J=7.8Hz). 

[0202] 

Reference Example 69 

5 -methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalene amine 

[Chemical Formula 137] 



1) Working Example 411) with 6 -acetylamino -2- where it 
acquires suspension it did(dimethylamino ) methylidene -1- 
tetralone 4.90g (0.017 mol ) in pyrrolidine 25ml , 2 hours 
heating and refluxing did. 

It filtered crystallized matter , washed with mixed solution of 
ethylacetate -n- hexane (1:1), itacquired 6 -acetylamino -2- 
pyrrolidinyl methylidene -1- tetralone 5.03g as yellow 
crystal . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.75 - 2.00 (4 
H. m ), 2.19 (3 H, s ), 2.70 - 3.00 (4 H, m ), 3.50 - 3.70 (4 H, 
m ),7.20 - 7.25 (1 H, m ), 7.67 (1 H, s ), 7.70 - 7.90 (2 H, m ), 
7.97(1 H,d,J=8.4 Hz). 

2) imder ice cooUng , triacetoxy hydro boric acid sodium 
3.18g (0.015 mol ) was melted in mixed solution of acetic 
acid 50ml and tetrahydrofuran 12.5ml ,1) with 6 -acetylamino 
-2- pyiTolidinyl methylidene -1- tetralone 2.84g where it 
acquires (0.01 mol ) was added. 

1 hour agitation later, it concentrated reaction mixture , in 
residue , itagitated including 1 normal sodium hydroxide 
water solution , ethylacetate . 

It filtered crystallized matter , washed with mixed solution of 
ethylacetate -n- hexane (1:1), itacquired 6 -acetylamino -2- 
pyrrolidinyl methyl -1- tetralone 2.65g as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.78 (4 H, 
m ), 1.90 - 2.02 (1 H, m), 2.20 (3 H, s ), 2.35 - 2.98 (10 H, 
m ), 7.20 -7.23 (1 H, m ). 7.57 (1 H, s ), 7.66 (1 H, m ), 7.97 
(IH, d,J=8.4Hz). 

3) 2) title compound was acquired so making use of 6 
-acetylamino -2- pyrrolidinyl methyl -1- tetralone where 
itacquires. Reference Example 66 2) with to similar. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.73 - 1.79 (4 
H, m ). 2.04 (3 H, s ). 2.3 1 (2 H, t, J=7.4 Hz ), 2.49 - 2.54 (4 
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m), 2.65 (2H, t, J=7.8 Hz), 3.24 (2H, s), 3.60 (2H, 
brs), 6.48-6.54 (2H, m). 7.09 (IH, d, J=8.1 Hz). 

[0203] 

70 

6-7SA2-(l-tfP'Jt?-;U>^;U)-3,4-i/tKP-l- 



lit 138] 




##C<J 69 0) 2)-Qmz 6-7-b^;U75A2-tfP'J 
v-;i.>^;U-l-xh^P> (l.OOg, 3.49mmol) 

(Dv^ppx^>j§jS (9ml) 

-h'j;i/ (1.02ml, 7.68mmol) tiiOitW^ 
(22mg, 0.0698mmol) ^^D;^, MST* 2 BP^^ 

l#^+lfcSS$7;U5-f*7A<7PTh^7:7-< 
- (Jilf1J§J«;i^Kx^;u) icJzyHSL. 
T;U*>'J;U*>7/th*U><* (1.21g) 

ZOi^A^I^ (978mg, 2.73mmol) (C 2.5 JS^^ 
K^iPx.. 100 deg C T' 1.5 B#^Htl$Lfco 



-f- (®§3;tJ«;'s+-y->:i^Kx^;U=5:l) IC 
.feyfSSLT. SH^b^l^!) (358mg) ^^#fco 

'H NMR (CDClj) 5: 1.80 (4H, m), 2.56 (6H, 
m), 3.73 (2H, m), 3.50 (2H, s), 3.77 (2H, br), 
6.46 (IH, s), 6.55 (IH, d, J = 8.1 Hz), 7.26 (IH, 
d, J=8.1 Hz). 

[0204] 

##«IJ 71 

6-7-bh75K-2-7'h^P> 
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H, m ), 2.65(2 H, t, J=7.8 Hz ), 3.24 (2 H, s ), 3.60 (2 H, brs ), 
6.48 - 6.54 (2 H, m ), 7.09 (1 H, d, J=8.1 Hz ). 

[0203] 

Reference Example 70 

6 -amino -2- (1 -pyrrolidinyl methyl ) - 3 and 4 -dihydro -1- 
naphthalene carbonitrile 

[Chemical Formula 138] 



Reference Example 69 2) with 6 -acetylamino -2- pyrrolidinyl 
methyl -1- tetralone where it acquires in dichloroethane 
solution (9 ml ) of (1.00 g, 3.49mmol )2 day after agitating, 
solvent under vacuum was removed with room temperature 
trimethylsilyl nitrile (1.02 ml , 7.68mmol ) with including 
iodide zinc (22 mg , 0.0698mmol ). 

In oil which it acquires you washed with saturated saline 
including the ethylacetate , after drying, under vacuum 
removed solvent with anhydrous sodium sulfate . 

It refined residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired trimethylsilyl cyanohydrin body (1.21 g ) as oil . 

In this oil (978 mg , 2.73mmol ) 1 .5 hours it agitated with 100 
deg C including 2.5 normal hydrochloric acid . 

After washing aqueous solution which it acquires with 
ethylacetate , in water layer it made basic including potassium 
carbonate , extracted with ethylacetate . 

extracted liquid was washed with saturated saline , after 
drying, solvent imder the vacuimi was removed with 
anhydrous sodium sulfate . 

Refining oil which it acquires with aliunina column 
chromatography (developing solvent ;hexane xthylacetate 
=5:1 ), it acquired title compoimd (358 mg ). 

<sup>l</sup>H nmr (CDCI<sub>3</sub> );de: 1.80 (4 H, 
m ), 2.56 (6 H, m ), 3.73 (2 H, m ), 3.50 (2 H, s ), 3.77 (2H, 
br ), 6.46 (1 H, s ),6.55 (1 H, d, J = 8. 1 Hz ), 7.26 (1 H, d, J= 
8.1Hz). 

[0204] 

Reference Example 71 
6 -acetamide -2- tetralone 



Page 155 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



lit 139] 




1) 6-7-feh75K-l--Th7P> (S.OOg, 24,6mmol) 
i-h')'t>A (931mg, 24.6mmol) ^iP^, MST? 

#f)*tfcT^HJ-<»H* (5.05g, 24.6mmol) C: p-h 
;UX>7.;U7^>^ (468mg, 2.46minol) th^UX 
>(120ml)^iP?L» 100 deg C -C 1 Bt^S^Lfc, 

J§«^^ETlc®4L. ^Slci^^x^;u$*Q 

Z'-f- (Jllljt!i;'^+-9->:i^^X^;U=l:l) (Z 

N-(7,8-i^ t K □ -2--f7 $1 b^;i/)T -b h7 5 K 

(3.17g) ^fifco 

'H NMR (CDCI3) 6 : 2.16 (3H, s), 2.29 (2H. m), 
2.28 (2H, m), 5.97 (IH, m), 6.42 (2H, d, J=9.6 
Hz), 6.97 (IH, d, J=8.1 Hz), 7.14 (IH, br), 7.20 
(IH, m), 7.32 (IH, s). 

2) i)r-f»b^tfc N-(7,8--:^t kp-2--^-:7^iu-;u) 

7-bhT5K (3.00g, 16.0mmol) (7>^Pa7t^;UA 
j§;'«(80ml)IZ7K;4JTT- m-'9PP3gS,t#S 
(5.13g. 20.8nimol) ^JP^. MSt? 2 V^mMWL 



(JlfjBj§j«;'^4r-9->:WSlX5^;i/=l:l) 

#b;h-fc/tt*t!^ (3.20g, 8.89mmol) 
j§5iS(100m])IC7kJ^JT-C 1 %%im.\t±V')^ 
ATKSSjft (10.7ml) ^JP^.Ma-C 30 ^fm. 
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[Chemical Formula 139] 



1) 6 -acetamide -1- tetralone in methanol solution (60 ml ) of 
(5.00 g, 24.6mmol ) with under ice cooling 1 hour itagitated * 
with room temperature including sodium borohydride (931 
mg , 24.6mmol ). 

In reaction mixture you washed with saturated saline 
including ethylacetate , aflerdrying, under vacuum removed 
solvent with anhydrous sodium sulfate . 

In alcohol (5.05 g, 24.6mmol ) which it acquires 1 hour it 
agitated with 100 deg C p-toluenesulfonic acid (468 mg , 
2.46nmiol ) with including toluene (120 ml ). 

It removed solvent under vacuum , in residue it washed with 
the saturated saline including ethylacetate , after drying, under 
vacuum removed the solvent with anhydrous sodium sulfate . 

oil which it acquires was refined with silica gel column 
chromatography (developing solvent ;hexane : ethylacetate 
=1:1), N- (7 and 8 -dihydro -2- naphthalenyl ) acetamide 
(3.17 g ) was acquired by making powder with hexane . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.16 (3 H, s ), 
2.29 (2 H, m ), 2.28 (2 H, m ), 5.97 (1 H, m ), 6.42 (2 H, d, 
J=9.6 Hz ), 6.97 (1 H, d, J=8.1 Hz ),7.14 (1 H, br ), 7.20 (1 H, 
m), 7.32(1 H,s). 

2) 1) So in chloroform solution (80 ml ) of N- (7 and 8 
-dihydro -2- naphthalenyl ) acetamide (3.00 g, 16.0mmol ) 
which is acquiredwith under ice cooling 2 hours it agitated 
with room temperature including m-chloro perbenzoic acid 
(5.13g,20.8mmol). 

In reaction mixture you washed with saturated aqueous 
sodium bicarbonate solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

oil which it acquires was refined with column 
chromatography (developing solvent ;hexane : ethylacetate 
=1 :1 ) of the alumina B. 

In methanol solution (100 ml ) of oil (3.20 g, 8.89mmol ) 
which it acquires with under ice cooling 30 minute it agitated 
with room temperature including 1 normal sodium hydroxide 
water solution (10.7 ml ). 

Under vacuum it removed solvent , in residue it washed with 

the saturated saline including ethylacetate , after drying, under 
vacuum removed the solvent with anhydrous sodium sulfate . 
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'py'f- (®Pi§!«;itKx5^;U:y$rAjU=10:l) 

^#bHfcv:i--;^ (596mg, 2.62mmol) I:: p-h 
}lXly7.)\^t^>M (SOmg, 0.262mmol) i:h;UX 
>(26ml)$*PX. 120 deg C T- 3 a#^til$Lf=. 

€.CtlCj:ya®<b^«!l (231mg) 

'H NMR (CDCI3) 6 : 2.18 (3H, s), 2.54 (2H, m), 
3.04 (2H, m). 3.76 (2H, s), 7.06 (IH, d, J=8.1 
Hz), 7.21 (IH, dd, J=8.1, 2.0 Hz), 7.31 (IH, 
br),7.61 (lH,d,J=2.0Hz). 

[0205] 

##fflj72 

N-(6- ;t- ^ V -5,6,7,8- X h ^ t K □ -2--^- :? L/ ^ 

;u)[i,i'-f37x^;u]-4-*;U7K+-9-SK 

Ut 140] 




oil which it acquires was refined with column 
chromatography (developing solvent ;ethylacetate rmethanol 
=10:1 ) of the alumina B. 

In diol (596 mg , 2.62mmol ) which it acquires 3 hours it 
agitated with 120 deg C p-toluenesulfonic acid (50 mg , 
0.262mmol ) with including toluene (26 ml ). 

Under vacuum it removed solvent , in residue it washed with 
the saturated saline including ethylacetate , after drying, under 
vacuum removed the solvent with anhydrous sodium sulfate . 

oil which it acquires was refmed with silica gel column 
chromatography (developing solvent ;hexane lethylacetate 
=1:3), title compound (23 1 mg ) was acquired by making 
powder with diisopropyl ether . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.18 (3 H, s ), 
2.54 (2 H, m ), 3.04 (2 H, m ), 3.76 (2 H, s ), 7.06 (1 H, d, 
J=8.1 Hz ), 7.21 (1 H, dd, J=8.1, 2.0 Hz ),7.31 (1 H, br ), 7.61 
(1 H,d,J=2.0Hz). 

[0205] 

Reference Example 72 

N- (6 -0x0 -5, 6, 7, 8-tetrahydro -2- naphthalenyl ) [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 140] 



71 •e^#e>*ifc6-7-bh75K-2-i^h7P> 

(20mg, 0.098mmol) izMi^M (1.5ml) ^1)U^. 

100 deg c T' 1 \^rsmnuz^. mmm&T 

^tt)*tfc;^!K1^!li:h•Jx^;^T5> (o.oi4mi, 

0.098mmol) (D > ^ <»U 7^ ;U A T 5 K j§ jft 
(0.5ml) ICTkJ^TT?. ie^b[i,r-t*:7x:^;u]-4-* 
)l7\t—)[, (21.3mg, 0.098mmol) $JP^, MjS"C 

1 9^mmnLfz. 



6 'acetamide -2- tetralone where it acquires with Reference 
Example 71 in (20 mg , 0.098mmol ) 1 hour afleragitating, 
solvent under vacuum was removed with 100 deg C including 
concentrated hydrochloric acid (1.5 ml ). 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate . 

In dimethylformamide solution (0.5 ml ) of oil and 
triethylamine (0.014 ml , 0.098mmol ) which it acquires with 
under ice cooling , 1 hour it agitated with room temperature 
chloride [1,1' -biphenyl ] - 4 -carbonyl including (21.3 mg , 
0.098mmol ). 

In reaction mixture you washed with 1 normal hydrochloric 
acid , aqueous potassium carbonate solution and saturated 
saline including the ethylacetate , with anhydrous sodium 
sulfate after drying, removed solvent under vacuum . 
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ckymSfL-C. BBit^^ (lOmg) ^Itfco 

'H NMR (CDCI3) <5 : 2.56 (2H, t, J=6.6 Hz), 
3.08 (2H, t, J=6.6 Hz), 3.57(2H, s), 7.11 (IH, d, 
J=8.1 Hz), 7.43 (4H, m), 7.64 (2H, m), 7.72 (3H, 
m), 7.96 (3H, m). 

##15IJ 73 

(E)-3-[4-[([i,r-tr7x=.;i/]-4-i';u*;u7t?-;u)T 




Refining residue which it acquires with silica gel colunm 
chromatography (developing solvent ;hexane :ethylacetate 
=1 :1 ), it acquired title compound (10 mg ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.56 (2 H, t, 
J=6.6 Hz ), 3.08 (2 H, t, J=6.6 Hz ), 3.57 (2 H, s ), 7.1 1 (1 H, 
d, J=8.1 Hz ), 7.43 (4 H, m ), 7.64 (2 H, m ),7.72 (3 H, m), 
7.96 (3 H,m). 

Reference Example 73 

(E ) - 3 - [4 - [ ([1, r -biphenyl ] - 4 -ylcarbonyl ) amino ] 
phenyl ] - 2 -propenoic acid 

[Chemical Formula 141] 



4-7Zy^^m (1.51g, 9.23mmol) irfe^TK* 
(2.33g, 27.7mmol) (7)*-i/X^;i/X 

-^ji^m^mmz. ^it 4-7x^;u^>'/-<;u 

(2.00g, 9.23mmol) ^7K5^T-ein^fc^. 5 B#F^ 

Mm^it-^^ (i.34g) 

'H NMR (DMSO-d«) 6 : 6.84 (IH, d, J = 16.0 
Hz), 7.43-7.93 (12H, m), 8.09(2H, d, J = 8.4 Hz), 
10.51 (IH, s). 

[0206] 

##«IJ 74 

N.[4-[(E)-3-7'5>'-3-:d-^V-l-3^P'<-;i/]7i- 
;U][l,l'-tf:7xz:jl/]-4-*;U7t?4-'>75K 

lit 142] 




73 -C^§?>4^fc(E)-3-[4-[([l,l•-l^:7xz: 

;i/]-4--f;u*ji/7K-;u)75/]-7i-;u]-2-:?P'< 



4 -amino cinnamic acid (1.51 g, 9.23mmol ) with water of 
sodium hydrogen carbonate (2.33 g, 27.7mmol ) in -diethyl 
ether mixed solution , after adding the chloride 4- phenyl 
benzoyl (2.00 g, 9.23mmol ) with under ice cooling , 5 hours 
it agitated. 

reaction mixture after separating, title compound (1.34 g ) 
was acquired in water layer the crude product which was 
precipitated including 5 Nhydrochloric acid by washing with 
thewater and ethylacetate . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 6.84 (1 
H, d, J = 16.0 Hz ), 7.43 - 7.93 (12 H, m ), 8.09 (2 H, d, J = 
8.4 Hz), 10.51(1 H,s). 

[0206] 

Reference Example 74 

N- [4 - [ (E ) - 3 -amino -3- 0x0 -1- propenyl ] phenyl ] [1, 1' 
-biphenyl ] - 4 -carboxy amide 

[Chemical Formula 142] 



It acquired (E ) - 3 - [4 - [ ([1, 1' -biphenyl ] - 4 -ylcarbonyl ) 
amino ] phenyl ] - 2 -propenoic acid (1.00 g, 2.91mmol ) with 
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>K (l.OOg, 2.91mmol) th'Jx^;UTS> 
(O.527ml,3.79mmol) (7>vyT;U/t;;UAT5KS 

m ^ . it m m ^ y ^ 

(0.453m],3.49tnmol) S'TK/'^T-Cftl 30 

(936mg) 

'H NMR (DMSO-de) 5: 6.56 (IH, d, J = 15.6 
Hz), 7.05 (IH, br), 7.52 (7H,m), 7.86 (6H, m), 
8.08 (2H,d,J = 7.6Hz). 

#%«!I75 

N-[4-[(E)-2-v7>'Xx-;U]:7ir.;U][l,r-lf7i 
-;u]-4-*;u/-K^vT5K 

[^b 143] 



0 "Os^s^N 



74 T?f#A,;|ifc(E)-3-[4-[([l,r-e7xz: 

;u]-4-'f;u*;u7t?-;u)T5y]:7x^;u]-2-3^P'< 

>K (900mg, 2.63mmol) (Di/>^;U7t^;i/AT5 
KSSjSI^. ie<kS/T5?jl/ (727mg. 3.94inmol) 

?#b*t/cJi2$vU:^y-'U*7A'j7P-7hy^:7 
-C- (JlFw1j§J«;'j7PP*>'UA:|^^X^;U=20:l) 

afi^b^ifei (56img) tm^m^tLxmz. 



'H NMR (DMSO-dfi) 5: 6.37 (IH, d, J = 16.4 
Hz), 7.43-7.51 (4H. m), 7.65-7.93 (8H, m), 8.08 
(2H,d,J = 8.6 Hz). 

[0207] 

##«>1 76 

2-[4-((i-7-fe5^;u-3-e'<'j':?-;i')*^U7t?-;u]7 

x:^;U]-lH-<V-<>K--'U-l,3(2H)-i;:i-> 
C^b 144] 




in dimethylfonnamide suspension of trietfaylamine (0.527 ml , 
3.79mmoI ), after adding chloride carbon dioxide isobutyl 
(0.453 ml , 3.49mmol ) with under ice cooling , 30 minute it 
agitatedwith Reference Example 73. 



tide compound (936 mg ) was acquired by washing crude 
product which was precipitatedafter under vacuum removing 
solvent , including sodium bicarbonate water solution , with 
water and acetonitrile . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 6.56 (1 
H, d, J = 15.6 Hz ), 7.05 (1 H, br ), 7.52 (7 H, m ), 7.86 (6 H. 
m), 8.08 (2 H,d, J = 7.6 Hz). 

Reference Example 75 

N- [4 - [ (E ) - 2 -cyano ethenyl ] phenyl ] [1, 1' -biphenyl ] - 4 

-carboxy amide 

[Chemical Formula 143] 



It acquired (E ) - 3 - [4 - [ ([1, 1' -biphenyl ] - 4 -ylcarbonyl ) 
amino ] phenyl ] - 2 -propenoic acid in dimethylformamide 
suspension of (900 mg , 2.63mmol ), afteradding cyanuryl 
chloride (727 mg , 3.94nmiol ) with room temperature , 1 
hour it agitated with the Reference Example 74. 

After under vacuum removing, it melted solvent in 
chloroform ,washed with saturated saline , after drying, under 
vacuum removed solvent with anhydrous sodium sulfate . 

Refming residue which it acquires with silica gel colunui 
chromatography (developing 

solvent ;chloroform :ethylacetate =20:1 ), it acquired title 
compound (561 mg ) from diethyl diethyl ether as colorless 
powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 6.37 (1 
H, d, J = 16.4 Hz ), 7.43 - 7.51 (4 H, m ), 7.65 - 7.93 (8 H. 
m), 8.08 (2 H,d, J = 8.6 Hz). 

[0207] 

Reference Example 76 

2 - [4 - [ (1 -acetyl -3- bipyridinyl ) carbonyl ] phenyl ] - 1 

H-isoindole -1, 3 (2 H ) -dion 

[Chemical Formula 144] 
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N^CH3 



29.2mmol) CD:7;U7|-P^>-lf :>}§5]K (20ml) \Z 
i^itf-t—J\^ (2.12ml, 32.1mmol) $7K)t^TT? 

Z 0) J§ IC ^ 7 ;U 5 - 0 A (9.74g, 
73,0mmol) ^jQ^fc^. 90 deg C 1 mHIStW 



(SF?H/^^;^+-y->:ftKx5^;u=l:l) Iz 
cfeysl!{-r'5::tiCcfcy(i-7-b5^;u-3-e^'jv- 
;u)(4-7;u;l-p:7x-;u);«^y> (4.93g) 

NMR (CDCI3) (5: 1.61 (2H, m), 1.80 (2H, 
m), 2.11 and 2.15 (3H, s ands), 2.71 (IH, m), 
3.11 and 3.42 (2H, m), 3.87 (IH, m), 4.53 and 
4.83 (IH, m), 7.18 (2H, m), 8.02 (2H, m). 

2) l)ri#e>^^fc(l-7^r^;^-3-e^Ui?-^^)(4. 

:7;U:tP'7x-;U)7«^y> (4.92g, 19.7mmol) t 
y^)l^Z[^M02x (3.66g, 19.7mmol) (Dv^t 
^;i/7t^;i/A75K;$;lE (50ml) ^ . ^^ISffl^ 
Tlz 100 deg C -e 12 \l^mmnLtz^s ^^^t: 

5iSlc»^x^;u^*a^.i m^^^ttS^Q^ 

mm^m&T^^Lfzo 

^#bnfc;fttt1^D^v'J*^*^U*^A<7P-7h^^ 
(gr^1jti«;i^Kx^;U) iCcfcUflifL 
X. itKx^;u-i?^v^pe;ux-T;Ki:5)AN 
b.^Silb^Jfei (4.i8g) $»ifet»*tLrll 

fZo 

NMR (CDCI3) 5: 1.66 (2H, m), 1.86 (2H, 
m), 2.13 and 2.15 (3H, s ands), 2.74 (IH, m), 
3.11 and 3.43 (2H, m), 3.88 (IH, m), 4.54 and 
4.85 (IH, m), 7.66 (2H, m), 7.82 (2H, m), 7.99 



1) 1 -acetyl -3- piperidine carboxylic acid after adding thionyl 
chloride (2.12 ml , 32.1mmol ) to fluorobenzene solution (20 
ml ) of (5.00 g, 29.2mmol ) with under ice cooling , it agitated 
with 30 minute room temperature . 

After adding aluminum chloride (9.74 g, 73.0mmol ) to this 
solution , 1 hour it agitated with 90 deg C. 

You poured reaction mixture to ice and extracted with 
ethylacetate , 

extracted liquid saturated saline , saturated aqueous sodium 
bicarbonate solution , was washed for second time with 
saturated saline ,after drying, solvent under vacuum was 
removed with anhydrous sodium sulfate . 

(1 -acetyl -3- bipyridinyl ) (4 -fluorophenyl ) [metanon ] (4.93 
g ) was acquired by refining oil which it acquireswith silica 
gel column chromatography (developing 
solvent ;hexane :ethylacetate=l:l ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.61 (2 H, 
m ), 1.80 (2 H, m ), 2.1 1 and 2.15 (3 H, s ands ), 2.71 (1 H, 
m ), 3. 1 1 and 3.42 (2 H, m ),3,87 (1 H, m ), 4.53 and 4.83 (1 
H, m ), 7.18 (2 H, m ), 8.02 (2 H, m ). 

2) 1) So it acquired (1 -acetyl -3- bipyridinyl ) (4 

-fluorophenyl ) [metanon ] (4.92 g, 19.7nmiol ) with 
dimethylformamide solution (50 ml ) of potassium 
phthalimide (3.66 g, 19.7mmol ),after under nitrogen 
atmosphere 12 hours agitating with 100 deg C, removal by 
filtration todo insoluble matter , solvent under vacuum was 
removed. 

In residue you washed with 1 normal hydrochloric acid and 
saturated saline including the ethylacetate , after drying, under 
vacuum removed solvent with anhydrous sodium sulfate . 

Refining oil which it acquires with silica gel column 
chromatography (developing solvent ;ethylacetate ), from 
ethylacetate -diisopropyl ether (1 : 5), it acquired title 
compound (4.18 g ) as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .66 (2 H, 
m ), 1.86 (2 H, m ), 2.13 and 2.15 (3 H, s ands ), 2.74 (1 H, 
m ), 3.1 1 and 3.43 (2 H, m ),3.88 (1 H, m ), 4,54 and 4.85 (1 
H, m ), 7.66 (2 H, m ), 7.82 (2 H, m ), 7.99 (2 H, m ), 8.10 (2 
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(2H,m), 8.10(2H,m). 

[0208] 

##fla|77 

tert-:?5^;U 3-(4-7'5y'<>'/'r;i/)-l-tf'<'Ji?> 
lit 145] 

0 0 CH, 

CH3 



1)##{51J 76 T-#btlfc 2-[4-[(l-7-bf^;i/-3-e 
/<iji;-;U)*;U7t?:=.;U]7x^;i.]-lH-'fV'f:^K 
— ;i/-l,3(2H)-v;i-> (4.00g, 10.6mmol) 

(53m]) ^ftD^. 100 deg C T' 16 li#Kiii$L 



t-rSZtlCj:y(4-T5/:'x^;i.)(3-e'<'Ji>- 

;u)p<^y> (i.69g) ^mzo 

'H NMR (CD3OD) 6 : 1.59-1. 85 (4H, m), 
2.68-2.72 (2H, m), 3.30 (2H, m), 3.45 (IH, m), 
6.62 (2H, m), 7.74 (2H, m). 

2) l)T*^#bnfc(4-T5/7x=.;U)(3-e^'Ji?- 
;U)>^y> (500mg,2.45mmol) (T^xh^tKO^ 

(12ml) iz,7K,^T.-m^-t-:?^;L. 

(0.562ml, 2.45mmol) ^JP^, 1.5 BtFalJii^L 



:7^- (®if1j§JI;'^^-tl->:i^Kxf^;i,=l:l) |- 

*yiS^-r^-ti^«feyas^b^^ (83img) ^ 

'H NMR (CDClj) 5 1 .47 (9H, s), 1 .47-1 .52 (2H, 
m), 1.67-1.74 (2H, m), 2.00 (IH, m), 2.72 (IH, 
m), 2.90 (IH, m), 3.32 (IH, m), 4.13 (3H, m), 
6.66(2H, d, J=8.4Hz), 7.84 (2H, d, J=8.4H2). 




H,m). 
[0208] 

Reference Example 77 

t- butyl 3- (4 -amino benzoyl ) • 1 -piperidine carboxylate 
[Chemical Formula 145] 



1) 2 it acquires with Reference Example 76 - [4 - [ (1 -acetyl 
-3- bipyridinyl ) carbonyl ] phenyl ] - 1 H-isoindole -1, 3 (2 
H ) -dion after 16hours agitating with 100 deg C including 
concentrated hydrochloric acid (53 ml ), insoluble matter the 
removal by filtration was done in (4.00 g, 10.6mmol ). 

In filtrate after making basic including potassium carbonate , 
it extractedwith ethylacetate . 

extracted liquid was washed with saturated saline , after 
drying, solvent under the vacuum was removed with 
anhydrous sodium sulfate . 

(4 -amino phenyl ) (3 -bipyridinyl ) [metanon ] (1 .69 g ) was 
acquired residue which it acquires by making the powder with 

diisopropyl ether . 

<sup>l</sup>H nmr (CD <sub>3</sub>0D );de: 1.59 - 1.85 
(4 H, m ), 2.68 - 2.72 (2 H, m ), 3.30 (2 H, m ), 3.45 (1 H, m ), 
6.62(2 H,m), 7.74 (2 H,m). 

2) 1) So to tetrahydrofiiran solution (12 ml ) of (4 -amino 
phenyl ) (3 -bipyridinyl ) [metanon ] (500 mg , 2.45mmoI ) 
which is acquired, 1 .5 hours it agitated including under ice 
cooling , carbon dioxide -t-butyl (0.562 ml , 2.45mmol ). 

In reaction mixture you washed with saturated aqueous 
sodium bicarbonate solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

title compound (831 mg ) was acquired by refining oil which 

it acquires with silica gel column chromatography 
(developing solvent ;hexane :ethylacetate=l:l ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de 1.47 (9 H, s ), 
1 .47 - 1 .52 (2 H, m ), 1 .67 - 1 .74 (2 H, m ), 2.00 (1 H, m ), 
2.72(1 H, m ), 2.90 (1 H, m ). 3.32 (1 H, m ), 4.13 (3 H, m ), 
6.66 (2 H, d, J=8.4Hz ), 7.84 (2 H, d, J=8.4Hz ). 
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[0209] 
##<5<J 78 

tert-:^^;i/ 3-[[4-[[(4'-'i' P 0[l,V-\£yj:-)\^]-4- 

-fju)*;u;K:ijU]75y]-7i-;i/](tKP 

[-lb 146] 

OH 0 CH3 




[0209] 

Reference Example 78 

t- butyl 3- [[4 - [[ (4' -chloro [1, 1' -biphenyl ] - 4 -yl ) 
carbonyl ] amino ] phenyl ] (hydroxy ) methyl ] - 1 
-piperidine carboxylate 

[Chemical Formula 146] 



127 (D l)TM#bttfc tert-:f5^;U 

3.[4-[[(4'-/7PP[i,r-e:7x-;u]-4-f;u)*;u;t5 
-;u]T5y]^>*/-f;u]-i-tf^Uv>*;u7t?+i/ 

b— h(506mg, 0.975mmol) y^/-;L/-xh^t 
KP:7^>;l^JS5^(l:l)(10m})lC}g^L. 7k;l^ 
TT?7Kmb7fxO^:M-UOA (73.8mg, 
l,95mmol) ^JPil.MiaT? 1 BtPsUt^PLfco 

m&it^^ (488mg) ^ilfel»p|5i:Lr^lfco 



Working Example 127 1) with t- butyl 3- which is acquired [4 
- [[ (4* -chloro [1, r -biphenyl ] - 4 -yl ) carbonyl ] amino ] 
benzoyl ] - 1 -piperidine carboxylate it melted(506 mg , 
0.975mmol ), in methanol -tetrahydrofuran mixed solution (1: 
1) (10 ml ), with under ice cooling 1 hour it agitated with 
room temperature including sodium borohydride (73.8 mg , 
1.95mmol ). 

In reaction mixture you washed with saturated saline 
including ethylacetate , afterdrying, under vacuum removed 
solvent with anhydrous sodium sulfate . 

In residue which it acquires including diisopropyl ether , it 
acquired the title compound (488 mg ) as colorless powder . 



FABMS(pos) 


521.2 


[M+H]+ 


FABMS (pos ) 


521.2 


[M+H ] + 








Reference Example 79 



[bokishireeto ] 



0 CH, 

lit 147] 



[Chemical Formula 147] 



11 T•^ie>tlfc tert-:?5^;U 3-(4-T5y^ 

>\/-r;u)-i-tr^'jv>*;u7f:+vb-h (i,74g, 

5.73mmol) ©P^^A;Ui§;1S(25ml)IC, 7K;1?TT* 



t- butyl 3- which is acquired with Reference Example 77 (4 
-amino benzoyl ) - 1 -piperidine carboxylate to methanol 
solution (25 ml ) of (1.74 g, 5.73mmol ), with under ice 
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7k^jb/-n'!7^-fh'JOA (433nig, ll.Smmol) * 

l#btlfc7JU3-;H* (l.OOg, 3.26mmol) O)/^ 
/--lUJtaCSOOml)!:: 1 ^l^^^(9.79ml)i: 10% 

iz^^mmthztiz^^mmit^^ (8i3mg) 

'H NMR (CDCI3) 6 : 1.46-1.76 (14H, m), 
2.25-2.80 (2H, m), 3.14 (2H, m),3.76 (4H, m), 
6.64 (2H,m), 7.01 (2H,m). 

[0210] 

80 

tert-:?^;U 3-[4-[([l,l'-t*:7x=.;U]-4-'f;U*;U 
7f?-;i/)T5/]'<>v/U]-i-t°'^'Jv>*;U7t?^*> 



lit 148] 




cooling 1 hour it agitated with room temperature including 
sodium borohydride (433 mg , 11 .5mmol ). 

In reaction mixture you washed with saturated saline 
including ethylacetate , afterdrying, under vacuum removed 
solvent with anhydrous sodium sulfate . 

alcohol was acquired by refining oil which it acquires with 
column chromatography (developing solvent ;ethylacetate ) of 
alumina B. 

To methanol solution (300 ml ) of alcohol (1.00 g, 
3.26mmol ) which it acquires 16 hours it agitatedunder 
hydrogen atmosphere 1 normal hydrochloric acid (9.79 ml ) 
with including 10% palladium-carbon (200 mg ). 

catalyst removal by filtration was done, after making basic 
including the potassium carbonate , solvent under vacuum 

was removed in filtrate . 

In residue you washed with saturated saline including 
ethylacetate , afterdiying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

title compound (813 mg ) was acquired by refining oil which 
it acquires with silica gel column chromatography 
(developing solvent ;hexane -ethylacetate =1:1 ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.46 - 1.76 
(14 H, m ), 2.25 - 2.80 (2 H, m ), 3.14 (2 H, m ), 3.76 (4 H, 
m), 6.64(2 H,m), 7.01 (2 H,m). 

[0210] 

Reference Example 80 

t- butyl 3- [4 - [ ([1, r -biphenyl ] - 4 -ylcarbonyl ) amino ] 
benzyl ] - 1 -piperidine carboxylate 

[Chemical Formula 148] 



##^5*1 79 V^^htz ieri-'^^Ji^ 3-(4-75/'^ title compound was acquired by doing operation of being 
>v;U)-l-t"^'Jv>*^U7K^vb— h<!:[l,l'-tf similar to the Working Example 1 t- butyl 3- which is 
T'x— ;U]-4-*;U7t<>^^ fflt^T. USS^J 1 acquired with Reference Example 79 (4 -amino benzyl ) - 1 

<i(D^f^$tT5^<!:l-<fey . SSi<bn1J3$?ifco -piperidine carboxylate makinguse of [1, 1' -biphenyl ] - 4 

-carboxylic acid . 



C30H34N2O3-0.5H2O tLX 
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elemental analysis values 


C30H34N2OO<SB>3</SB> 0.5H2O doing 




75.13; H, 7.36; N, 5.84. 


calculated value :C, 


75.13 ;H, 7.36; N, 5.84. 




74.83; H, 7.25; N, 5.65. 


experimental value :C, 


74.83 ;H, 7.25; N, 5.65. 



M^: 135-137 "C 



melting point : 135-137 * 
##0IJ81 



Reference Example 81 

--f;U)*;i/7t?— ^U]7'5/]'<>V^U]-l-t°'^'J V> -yl ) carbonyl Jamino ]benzyl ]-l- piperidine carboxylate 



lit 149] 



[Chemical Formula 149] 



#%^J 80 T'^#e>Hfc tert-:?^;U 3-(4-TS/^ 

>i/;u>i-e^'je/:^*;u7K4^*>b-hi: 4'--7;u 

mm 1 mmomi^^'mztizM. m^it^ 



title compound was acquired by doing operation of being 
similar to the Working Example 1 t- butyl 3- which is 
acquired with Reference Example 80 (4 -amino benzyl ) - 1 
-piperidine carboxylate and the4' -fluoro [1,1' -biphenyl ] - 
making use of 4 -carboxylic acid . 





C30H33FN2O3-0.5H2O tLX 


elemental analysis values 


C30H33FN2OO<SB>3</SB> 0.5H2O doing 


ftlHil:C. 


72.41; H, 


6.89; N, 


5.63. 




calculated value :C, 


72.41 ; H, 


6.89 ; N, 


5.63. 


mmm-.c. 


72.30; H, 


7.07; N, 


5.60. 




experimental value :C, 


72.30 ; H, 


7.07 ; N, 


5.60. 
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U^: 138 


141 t 








melting point : 138 


141 * 








[0211] 


[0211] 



82 

tert-:?^;U 3-[4-[[(4'-^PP[l,r-t*:7x-;U]-4- 



Reference Example 82 

t- butyl 3- [4 - [[ (4' -chloro [1,1' -biphenyl ] - 4 -yl ) 
carbonyl ] amino ] benzyl ] - 1 -piperidine carboxylate 




1 2^ 



a 

lit 150] 



[Chemical Formula ISO] 



80 X-mi^Mz tert-:^f^;U 3-(4-T5>'^ 
>vJU)-l-t°'<'Jv>:/j;U7f:+vb— 4'--j7P 
□[i,r-t*:7x-;u]-4-*;u7t?>M^fflL^T. ^JS 



title compound was acquired by doing operation of being 
similar to the Working Example 1 t- butyl 3- which is 
acquired with Reference Example 80 (4 -amino benzyl ) - 1 
-piperidine carboxylate and the4' -chloro [1,1* -biphenyl ] - 
making use of 4 -carboxylic acid . 





C30H33C1N2O3-0.5H2O tLX 










elemental analysis values 


C30H33ClN2OO<SB>3</SB> 0.5H2O doing 




70.09; H, 6.67; N, 5.45. 














calculated value :C, 


70.09 ; H, 6.67; N, 5.45. 


mmm-.c. 


70.29; H, 6.50; N, 5.38. 














experimental value :C, 


70.29 ; H, 6.50; N. 5.38. 


MMl: 173-176 *'C##<M83 














melting point : 173-176 * Reference Example 83 


N-(5,6,7,8 


xh^tKa-3-+>"J-->u 












K 


5, 6, 7 and 8N- 


tetrahydro -3- quinolinyl 


[do] 



Hbisil 



[Chemical Formula 151] 
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1) l-y^;L.-2-t°'Jh*> (20.7g, 190iranol) (D;HsS 
WtfSm (200ml) IgMSgH (100ml) $ 100 
degC -eJiSTLfc^. 16 Lfco 

■r-SCirlCcky l-pt^;U-3,5-i?-hP-2(lH)-e'J 

(3.0g) 

'H NMR (DMSO-d*) 6 : 3.68 (3H, s), 9.01 (IH, 
d, J=3.0 Hz). 9.61 (IH, d,J=3.0 Hz). 

2) l)r♦^#'b*lfc i-.j'^;u-3,5-*:/-hP-2(iH)-e 

'Jvy> (3.00g, IS.lmmol) t l-^;U7h'J/-l-v 
•^p/s+H2> (3.88ml, 22.6mmol) (0 1 ^^;>«$ 
A;H±7>=E:^T5§5S (300ml) $70degC-e3 

5■^*^A<7□-7h^73'^— (®IBJtJ«;l^^x 

5^;u) lcJ:yai!L•r.p^^y-;^-^K(l:4)A^f> 3- 

-hP-5,6,7,8-xh7tKn4r>"J> (2.42g) 

•H NMR (DMSO-d«) <5 : 1.87 (4H, m), 2.90 
(4H, m), 8.15 (IH, s), 9.16 (lH,s). 

3) 2)T'l#P)*Lf= 3--hP-5,6,7,8-xH7tKP+>' 
U> (2.41g, l3.5mmol) (68ml) 
IZ 10% (200mg) $JPX.s * 
3(l»fflaTl?16B#fB]aiisfUc. 

#b4xfcSlfi*tf'Ji?> (35ml) lw?tANL. il 
7Kft» (1.91ml, 20.3mmol) ^JaX-.MST? 1 

fcji2ici;'rv:^ptf;i/x-7^;u n-^++»-> 

(l:8)^jD^saS<b^!Bj (2.48g) $»lfeta*i: 

'H NMR (CDCI3) 6 : 1.80-1.87 (4H, m), 2.18 
(3H, s), 2.77 (2H, m), 2.87 (2H, m), 7.72 (IH, 
br), 7.94 (lH,s), 8.24 (lH,s). 

[0212] 

##^84 

N-(8-^+ V-5,6,7,8-T h7 1 K P-3-4r/ U - Jl')7 



1) 1 -methyl -2- pyridone to concentrated sulfuric acid 
solution (200 ml ) of (20.7 g, 190mmol ), after dripping 
fuming nitric acid (100 ml )with 100 deg C, 16 hours it 
agitated. 

reaction mixture was poured to ice , precipitate which it 
occurs wasgathered, 1 -methyl -3, 5-di nitro -2(1 H ) 
-pyrrolidinone (3.0 g ) was acquired by water wash doing. 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 3.68 (3 
H, s ), 9.01 (1 H, d, J=3.0 Hz ), 9.61 (1 H, d, J=3.0 Hz ). 

2) 1) So 1 -methyl -3, 5-di nitro -2 where it acquires (1 H ) 
-pyrrolidinone (3.00 g, IS.lmmol ) with 1 -morpholino -1- 
cyclohexene 1 normal methanolic ammonia solution (300 ml ) 
of (3.88 ml , 22.6mmol ) 3 hours was agitated with 70 deg C. 

After under vacuum removing solvent , refining residue 
which isacquired with alumina column chromatography 
(developing solvent ;ethylacetate ), 3 -nitro -5, 6, 7, 
8-tetrahydroquinoline it acquired (2.42 g ) from methanol - 
water (1 : 4) as powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.87 (4 
H, m ). 2.90 (4 H, m ), 8.15 (1 H, s ), 9.16 (1 H, s ). 

3) 2) So 3 -nitro -5, 6, 7, 8-tetrahydroquinoIine where it 
acquires to methanol solution (68 ml ) of (2.41 g, 13.5mmol ) 
16hours it agitated under hydrogen atmosphere including 10% 
palladium -carbon (200 mg ). 

removal by filtration after doing catalyst , solvent under 

vacuum wasremoved. 

It melted residue which it acquires in pyridine (35 ml ), 1 hoxu: 
itagitated with room temperature including acetic anhydride 
(1.91 nJ,20.3mmol). 

It acquired title compound (2.48 g ) in residue which is 
acquired after the reaction termination , after under vacuum 
removing solvent , including diisopropyl ether n- hexane (I: 
8), as colorless powder . 

<sup>I</sup>H nmr (CDCl<sub>3</sub> );de: 1.80 - 1.87 (4 
H, m ), 2.18 (3 H, s ), 2.77 (2 H, m ), 2.87 (2 H, m ), 7.72 (1 
H, br ), 7.94(1 H, s ), 8.24 (1 H, s ). 

[0212] 

Reference Example 84 

N- (8 -0x0 -5, 6, 7, 8-tetrahydro -3- quinolinyl ) acetamide 
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1) ##<5IJ 83 T*^#b*lfc N-(5,6,7,8-xh^tKP 
-3-+>"J-;U)7-bhT5K (2.46g. 12.9mmol) 
a)^an7t-N;UA;§;"« (65ml) IC, *,1?T.m-^7 
POj§S,t#K (3.83g, 15.5ininol) ^tOXsM 

ST- 16 mrmnLtzo 

mtLX N-(l V K-5,6,7,8-T h K 0-3-^ 
yiJ-;U)7-feh75K (2.00g) *^#fc<, 

'H NMR (DMSO-dfi) (S: 1.64 (2H, m), 1.75 
(2H, m), 2.04 (3H, s), 2.66 (4H,m), 7.13 (IH, s), 
8.56 (lH,s), 10.12 (lH,s). 

2) l)-C^P>*lfc N-(l-5^dp?/K-5,6,7,8-T■^7tK 
P-3-+>"J-;U)7-feh75K (1.99g. 9.65mmol) 

(30ml) ^*n;^, 80 deg C T- 3 B^PbI 

f#btLfcatlc!KD^>^A;U (llOml) IC?g/)^L, 
JK^ffTT* 1 ^^TK^^b-J-hU'^A (21.5ml) * 

tz. 

- (Srff1j§j«;StMx^;U:>^A;U=5:l) lcj:y 

;b^b N-(8-tKP^'>-5,6,7,8-xh7tKP-3-+y 
'J-;U)T-l2hT5K (1.08g) $l95|£tLT#fc. 

'H NMR (CDCb) 5: 1.79 (2H, m), 1.96 (IH, 
m), 2.22 (3H, s), 2.24 (IH, m), 2.82 (2H, m), 4.69 
(IH, m), 7.49 (IH, br), 7.92 (IH, s), 8.30 (IH, s). 



3) 2)T-^#^*lfc N-(8-tKP+*>-5,6,7,8-Th^t 
KP-3- + ^'J-;U)Tizh7'5K (1.06g, 
5.14mmol) CD<7PP7^;i/A (26ml) JgiSlC-^ 
it^yi3> (4.47g, 51.4mmol) i:1Si^.M&V 



2002-1-9 

[Chemical Fonnula 1 52] 



1) To chloroform solution (65 ml ) of N- (5, 6, 7 and 8 
-tetrahydro -3- quinolinyl ) acetamide (2.46 g, 12.9mmol ) 
which is acquired with Reference Example 83, 16 hours it 
agitated with room temperature including under ice cooling , 
m-chloro perbenzoic acid (3.83 g, 15.5nmiol ). 

N- (1 -oxide -5, 6, 7, 8-tetrahydro -3- quinolinyl ) acetamide 
(2.00 g ) was acquired after under vacuum removing the 
solvent , with ethylacetate as powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.64 (2 
H, m ). 1.75 (2 H, m ), 2.04 (3 H, s ). 2.66 (4 H, m ), 7.13 (1 
H,s),8.56(lH.s),10.12(lH,s). 

2) 1) So to N- (1 -oxide -5, 6, 7, 8-tetrahydro -3- quinolinyl ) 

acetamide (1.99 g, 9.65mmol ) which is acquired 3 hours 
itagitated with 80 deg C including acetic anhydride (30 ml ). 

After cooling reaction mixture to room temperature , solvent 
under vacuum wasremoved, residue which is acquired was 
refmed with alumina column chromatography (developing 
solvent ;ethylacetate ). 

It melted oil which it acquires in methanol (1 10 ml ), with 
under ice cooling 1 hoiu* it agitated with room temperature 
including 1 normal sodium hydroxide (21.5 ml ). 

It removed solvent under vacuum , it washed with aqueous 
potassium carbonate solution and the saturated saline 
including chloroform , after drying, under vacuum removed 
the solvent with anhydrous sodium sulfate . 

Refming residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate :methanol 
=5:1 ), it acquired N- (8 -hydroxy -5, 6, 7, 8-tetrahydro -3- 
quinolinyl ) acetamide (1 .08 g ) from ethylacetate and 
diisopropyl ether as powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.79 (2 H, 
m ), 1.96 (1 H, m ), 2.22 (3 H, s ). 2.24 (1 H, m ), 2.82 (2 H, 
m ), 4.69 (1 H, m ),7.49 (1 H. br ), 7.92 (1 H, s ), 8.30 (1 H, 
s). 

3) 2) So to chloroform (26 ml ) solution of N- (8 -hydroxy -5, 
6, 7, 8-tetrahydro -3- quinolinyl ) acetamide (1.06 g, 
5.14mmol ) which isacquircd one day it agitated with room 
temperature including manganese dioxide (4.47 g, 
51.4nmiol ). 
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■9->$Jjn?t, ge^b^ifel (858mg) Jilfet»* 

'H NMR (CDCI3) S : 2.20 (2H, m), 2.26 (3H, s), 
2.77 (2H, m), 3.03 (2H, m), 8.10 (IH, br), 8.39 
(lH,s), 8.42 (IH.s). 

[0213] 

85 

N-[7-[( ^ ;u T 5 / ) / ^ U X > ]-8- :i- + V 
-5,6,7.8-xK^tKa-3-^>"J-;U]7-bh75K 

lit 153] 



CH3 



,'CH, 



84 T'^#f>*vfc N-(8-:i-+V-5,6,7.8-Th7 
tKP-3-4^/'J-;i')7-feh75K*fflL^T, ## 

'H NMR (CDCI3) 6 : 2.09 (3H. s), 2.78 (2H, m), 
2.85 (2H, m), 3.10 (6H, s), 7.55 (IH, s), 8.01 
(lH,s), 8.56 (lH,s). 

##^1 86 

N-[(3- 7 5 / -5,6- t K a -7- ^ y 'J - -/U ) / ^ 
;U]-N,N-'v.?'5=-;U75> 

[it 154] 



After reaction termination , insoluble matter removal by 
filtration was done, filtrate under the vacuum was 
concentrated. 

In residue which it acquires including diisopropyl ether and 
hexane , itacquired tide compound (858 mg ) as colorless 
powder , 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.20 (2 H, 
m ), 2.26 (3 H, s ), 2.77 (2 H, m ), 3.03 (2 H, m ), 8. 10 (1 H, 
br), 8.39 (1 H,s),8.42 (1 H.s). 

[0213] 

Reference Example 85 

N- [7 - [ (dimethylamino ) methylidene ] - 8 -oxo -5, 6, 7, 
8-'tetrahydro -3- quinolinyl ] acetamide 

[Chemical Formula 153] 



title compound was acquired by doing operation of being 
similar to the Reference Example 47 making use of N- (8 
-0X0 -5, 6, 7, 8-tetrahydro -3- quinolinyl ) acetamide which is 
acquired with the Reference Example 84. 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.09 (3 H, s ), 
2.78 (2 H, m ), 2.85 (2 H, m ), 3.10 (6 H, s ), 7.55 (1 H, s ), 
8.01 (1 H,s),8.56(l H,s). 

Reference Example 86 

N- [ (3 -amino -5, 6-dihydro -7-quinolinyl ) methyl ] -N, N- 
dimethyl amine 

[Chemical Formula 154] 



mm\ 85 r*tte>*ifcN-[7-[(i;/^;u7s^)>^ 

U X >]-8.;*-^ V-5,6,7,8.x t K P -3-+y' J - 

;u]7-bhT5K^ffli^-c. mmm 41 2)t^m 

NMR (CDCI3) <5 : 2.23 (6H, s), 2.33 (2H, t, 
J-8.1 Hz), 2.78 (2H, t, J=8.1 Hz), 2.99 (2H, s), 
3.59 (2H, br), 6.43 (IH, s), 6.74 (IH, d, J=2.5 
Hz), 7.84 (lH,d,J-2.5 Hz). 



title compound was acquired by operating in same way 
making use of the N- [7 - [ (dimethylamino ) methylidene ] - 
8 -0X0 -5, 6, 7, 8-tetrahydro -3- quinolinyl ] acetamide which 
is acquired with Working Example 85, Working Example 41 
2) with. 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.23 (6 H, s ), 
2,33 (2 H, t, J=8.1 Hz ), 2.78 (2 H, t, J=8.l Hz ), 2.99 (2 H, 
s ), 3.59 (2 H, br ), 6.43 (1 H, s ),6.74 (1 H, d, J=2.5 Hz ), 7.84 
(1 H, d,J=2.5Hz). 
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[0214] 
##01187 

3-(l-tfP'Ji/-;U/^WH-'i?P^>-7-75> 
at 155] 




[0214] 

Reference Example 87 

3 - (1 -pyrrolidinyl methyl ) - 2 H-chromene -7-amine 
[Chemical Formula 155] 



7-7-b5=-;uT5>'-3,4-i/tKP^a»-4-;i->$ 

mi^x. mmmA] (d i). ##011 52. n^ismm 
m 41 0) 2)i:PHia)^ft*iiJfeftdcticj:y. 

'H-NMR (CDCI3) 6 : 1.77-179 (4H, m), 
2.45-2.47 (4H, m), 3.11 (2H, s), 3.66 (2H, s), 
4.74 (2H, s), 6.14-6.21 (3H, m), 6.75 (IH, d, J = 
7.8 Hz). 

##01188 

6-[(N-'<:/i?;U-N-.>«^;U75/)y^;U]-7,8-*:?t 
h*a-2-:^:7^^>75> 



lit 156] 

r 



H2N 




CH3 



Making use of 7 -acetylamino -3, 4- dihydro chromene -4- 
on , 1), Reference Example 52, and Working Example 41 of 
Working Example 41 2)with by sequential doing similar 
operation, it acquired title compound as oil . 

<sup>l</sup>H-nmr (CX)Cl<sub>3</sub> );de: 1.77 - 179 (4 
H, m ), 2.45 - 2.47 (4 H, m ), 3.1 1 (2 H, s ), 3.66 (2 H, s ), 
4.74(2 H, s ), 6.14 - 6.21 (3 H, m ), 6.75 (1 H, d, J = 7.8 Hz ). 



Reference Example 88 

6 - [ (N- benzyl -N- methylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalene amine 



[Chemical Formula 156] 



0 l)r'^#fc6-7-bh75K-2-(N,N-v> 
^;U75>'p<^'Jx>)-l-Th^P>$mL^"C, # 

mm 52 tmmo)mmfTo:itizM. nmit 

'H-NMR (CDCI3) 5 : 2.1 7 (3H, s), 2.35 (2H, t. J 
= 8.1 Hz), 2.73 (2H, t,J = 8.1 Hz), 3.04 (2H, s), 
3.48 (2H, s), 3.58 (2H. s), 6.29 (IH, s), 6.44 -6.46 
(2H, m), 6.82 (IH, d, J = 8.1 Hz), 7.03-7.45 (5H, 
m). 

[0215] 
##0IJ 89 

4'-'i7 P P -N-[4-(4- tf 'J i/-;i/)-7x:z;U][ 1 , 1 '-e 

:7i-;i/]-4-*;u7t<+-9-5K 

[<bl57] 

CH, 



By doing operation of being similar to Reference Example 52 
Working Example 411) with6 -acetamide -2- where it 
acquires (N, N- dimethylamino methylidene ) - making use of 
1 -tetralone , it acquired title compoxmd as oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.17 (3 H, 
s ), 2.35 (2 H, t, J = 8. 1 Hz ), 2.73 (2 H, t, J = 8. 1 Hz ), 3.04 (2 
H, s ). 3.48 (2 H. s ). 3.58 (2 H, s ),6.29 (1 H, s ), 6.44 - 6.46 
(2 H. m ), 6.82 (1 H, d, J = 8.1 Hz ), 7.03 - 7.45 (5 H, m ). 

[0215] 

Reference Example 89 

4' -chloro -N- [4 - (4 -bipyridinyl ) phenyl ][!,!' -biphenyl ] - 
4 -carboxamide 

[Chemical Formula 157] 
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tert-:?^;L' 4-(4--hP7x-;U)-l-tf'<'Ji^>* 
)\,7^^iy\y—\' 1.7g (DX^/— JU 30ml s 
10%/^7i;'t7Agtm 0.2g mmtLX.-^'^-^ 

4.(4-T5y:7x:^;U)-l-tf'<'Jv>*;U7t?^*>U- 

ff*ff5-<tlcj:y, SS^b^ifel 2.2g 

'H-NMR (CDCI3+ DMSO-d*) 5 : 1.05-1.32 
(IIH, m), 1.38-1.50 (2H, m), 2.20-2.50 (3H, m), 
3.75-3.90 (2H, m), 6.81 (2H, d, J=8.4 Hz), 7.07 
(2H, d, J=8.4 Hz), 7.20-7.36 (6H, m), 7.69 (2H, 



2002-1-9 

t- butyl 4- (4 -nitrophenyl ) - 1 -piperidine carboxylate 1.7g 
ethanol 30ml solution , with 10% palladium-carbon 0.2g as 
catalyst , the contact hydrogenation it did with ambient 
teiiq>erature ambient pressure . 

catalyst after removal by filtration , concentrating filtrate , t- 
butyl 4- (4 -amino phenyl ) - itacquired 1 -piperidine 

carboxylate viscous * * * as oil . 

By doing operation of being similar to Working Example 1 oil 
and the4' which it acquires -chloro [1,1' -biphenyl ] - making 
use of 4 -carboxylic acid 1 .43g, it acquired title compound 
2.2g as colorless crystal . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub>+ DMSO 
-d<sub>6</sub> );de: 1 .05 - 1 .32 (1 1 H, m ), 1 .38 - 1 .50 (2 H, 
m ), 2.20 - 2.50 (3 H, m ), 3.75 -3.90 (2 H, m ), 6.81 (2 H, d, 
J=8.4 Hz ), 7.07 (2 H, d, J=8.4 Hz ), 7.20 - 7.36 (6 H, m ), 
7.69 (2 H, d, J=8.1Hz ), 9.44 (1 H, s ). 



gl^: 232-233 "C 


(!iSa<bj§!ii:»Slx^;u) 


melting point : 232-233 * 


(crystallization solvent :ethylacetate ) 




#%0IJ9O 














Reference Example 90 



lit 158] 




^ 0 



[Chemical Formula 158] 



4-TS/7i-;UKK(10 g)CDKMx^;U(100 
mOSJSi^l^s iaf0aW7K(l00 mi)* JJPX.> 

K(12.3 ml)jilTLfco 

111^:148-149 degC. 

[0216] 

##«IJ 91 



4 -amino phenylacetic acid in ethylacetate (100 ml ) 
suspension of (10 g ), furthermore, benzyloxycarbonyl 
chloride (12.3 ml ) itdripped with under ice cooling including 
sodium bicarbonate-saturated water (100 ml ). 

1 hour agitation later, in reaction mixture it made acidity 
including the hydrochloric acid , extracted with ethylacetate . 

You washed organic layer with water, and saturated saline 
after drying,concentrated. 

residue recrystallization was done from ethylacetate -hexane , 
title compound (17.3 g ) wasacquired. 

melting point : 148-149 deg C. 

[0216] 

Reference Example 91 
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2-(4-75>':7x:i;U)-N-[2-(i;>^;i/T5y)X^ 
[it 159] 



H 



2 - (4 -amino phenyl ) -N- [2 - (dimethylamino ) ethyl ] 
acetamide 

[Chemical Formula 1 59] 



Oi>)l 4-[2-[[2-(i/;<f-;UT5>')x^;U]75 
>']-2-:l-+vxf-;u]:7x-;i.*jU/<p'-K (lo g) 
(Djt^y-Jl' (140 ml)5§j«IC, Pd-C (1 g)itax 

Pd-C ^|^*L, ^m^mt^L. miT)lZi-iJ 
^■*)->=l:l)X'mmUi^mit'^m (6.63 g)*;tt 

'H-NMR(CDCl3) (5 : 2.16 (6H, s), 2.05 (3H, s), 
2.30-2.36 (2H, t, J=6.2 Hz), 3.23-3.32 (2H, dd, 
J=11.4, 6.2 Hz), 3.44 (2H, s), 6.00 (IH, 
s),6.63-6.67 (2H, m), 7.00-7.07 (2H, m). 

##ff!l92 

N-.?t5^>U-N-(5-;l-4rV-5,6,7,8-xh^tKP-2--f7 
^U-;U)7-bh75K 

[it 160] 




In methanol (140 ml ) solution of benzyl 4- [2 - [[2 - 
(dimethylamino ) ethyl ] amino ] - 2 -oxo ethyl ] phenyl 
carbamate (10 g ), 1 hour it agitatedunder hydrogen 
atmosphere including Pd -C (1 g ). 

It removed Pd -C, concentrated filtrate , refined residue with 
alumina column chromatography (developing 
solvent ;ethylacetate :hexane =1:1 ), it acquired title 
compound (6.63 g ) as oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.16 (6 H, 
s ), 2.05 (3 H, s ), 2.30 - 2.36 (2 H, t, J=6.2 Hz ), 3.23 - 3.32 
(2 H, dd, J=l 1 .4, 6.2 Hz ), 3.44(2 H, s ), 6.00 (1 H, s ), 6.63 - 
6.67 (2 H, m ), 7.00 - 7.07 (2 H, m ). 

Reference Example 92 

N- methyl -N- (5 -oxo -5, 6, 7, 8-tetrahydro -2- naphthalenyl ) 
acetamide 

[Chemical Formula 160] 



6-T-trh7'5K-l-xK7P> (10.0 g, 49.2 mmol) 
^•Th^tKP7^> (100 ml)IC-tfPL. Amit 

:M>-g't7A(;ftti.3.o g)^i}Q^mmmm^T i 

»t/1f^.3':7<b/5^;K30 ml)$J!lD^, g^Uffl 

u-^\-^^-p^- (MBfimi«;PSIX^;U:n-'v+ 
+>->=33:67~50:50) ICT^ML/io 

^ET-e;l$iL> E/Tl^i^Kx^;u-v^v:^P 
tf ^UX-T-^HiTHeSLTs aa<b^1«!l(4.3 
g)*^#fc. 

'H-NMR (CDClj) 8 : 1.96 (3H, brs), 2.18 (2H, 



6 -acetamide -1- tetralone it melted (10.0 g, 49.2 mmol ) in 
tetrahydroiiiran (100 ml ), 2 hours heating and refluxing under 
nitrogen atmosphere itdid including sodium hydride (oily , 3.0 
g). 

After cooling, including methyl iodide (30 ml ), 2 hours 
heating and refluxing under nitrogen atmosphere it did. 

It concentrated reaction mixture , it extracted in residue 
including the ethylacetate , water. 

ethyl acetate layer was concentrated, residue was refined with 
alumina column chromatography (developing 
solvent ;ethylacetate :n- hexane =33:67-^50:50 ). 

It concentrated under vacuum , recrystallization did residue 
with the ethylacetate -diisopropyl ether , acquired title 
compound (4.3 g ). 

<sup>l<ysup>H-nmr (CDCl<sub>3</sub> );de: 1.96 (3 H, 
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m), 2.69 (2H, t, J=6.1 Hz),2.99 (2H, t, J=5.9 Hz), 
3.29 (3H, s), 7.01-7.15 (2H, m), 8.08 (IH, d, 
J=8.1Hz). 

[0217] 

##011 93 

N-[6-[( ^ ^ ;U T 5 y ) ^ U T > ]-5- :i- ^'r V 
-5,6,7,8-Th7tKP-2-:h7'^L/-JI^]-N-y^^U7 

lit 161] 




##^J 92 X-ntz N-;t5^;U-N-(5-:i-4^V-5,6,7,8- 

xh7tKa-2--^:7^'U-;u)T-bl«75K(4.3 g, 

19.8 mmol) ^ N,N-v;«^;U7^;i'AT5Kv^5^ 
;UT-b^-^l' (50 inl)lcj§<Sts S^#ffl^T 
-C 15 l$lfflta!!&iS0KLf=o 

•H-NMR (CDCh) 5: 1-93 (3H, brs), 2.84 (2H, 
dd, J=7.5, 5.6 Hz), 2.95 (2H, dd, J=7.5, 5.6 Hz), 
3.16 (6H, s), 3.28 (3H, s), 6.99 (IH, s), 7.10 (IH, 
dd, J=8.1, 2.0 Hz), 7.75 (IH, s), 8.07 (IH, d, 
J=8.1 Hz). 

94 

N-;«^;i/-N-[5-;i-=^v-6-[i-t° p u v-;i'>^'Jx 

>]-5,6,7,8-T h7 1 K P -2-i-y ^ U-;U]T-tr h7 
5K 

at 162] 



CH3 

;U}-N-;^^;i/7-bH7SK (5.7 g, 20.9 mmol) ^ 
eaUv> (50 ml)(cJg(SL. M*l?EI^Tr* 
3.5 B#Pp1*0iiS3lELfco 
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brs ), 2.1 8 (2 H, m ), 2.69 (2 H, t, J=6.1 Hz ), 2.99 (2 H, t, 
J=5.9 Hz ), 3.29 (3 H, s ), 7.01 - 7.15(2 H, m ), 8.08 (1 H, d. 
J=8.1Hz). 

[0217] 

Reference Example 93 

N- [6 - [ (dimethylamino ) methylidene ] - 5 -oxo -5, 6, 7, 
8-tetrahydro -2- naphthalenyl ] -N- methyl acetamide 

[Chemical Formula 161] 



It melted N- methyl -N- (5 -oxo -5, 6, 7, 8-tetrahydro -2- 
naphthalenyl ) acetamide (4.3 g, 19.8 mmol ) which is 
acquired with Reference Example 92 in N, N- 
dimethylformamide dimethyl acetal (50 ml ), 15 hour heating 
and refluxing did under nitrogen atmosphere . 

reaction mixture was concentrated, residue was washed with 
ethylacetate -diisopropyl ether , the title compound (3.9 g ) 
was acquired. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.93 (3 H, 
brs ), 2.84 (2 H, dd, J=7.5, 5.6 Hz ), 2.95 (2 H, dd, J=7.5, 5.6 
Hz ), 3.16 (6 H, s ), 3.28 (3 H, s ), 6.99 (1 H, s ),7.10 (1 H, dd, 
J=8.1, 2.0 Hz ), 7.75 (1 H, s ). 8.07 (1 H, d, J=8.1 Hz ). 

Reference Example 94 

N- methyl -N- [5 -oxo -6- [1 -pyrrolidinyl methylidene ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] acetamide 

[Chemical Formula 162] 



N- which is acquired with Reference Example 93 {6 - 
[ (dimethylamino ) methylidene ] - 5 -oxo -5, 6, 7, 
8-tetrahydro -2- naphthalenyl } -N- methyl acetamide it 
melted (5.7 g, 20.9 mmol )in pyrrolidine (50 ml ), 3.5 hours 
heating and refluxing did under nitrogen atmosphere . 
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1«J(4.0g, 64%)$f#t=. 

'H-NMR (CDCI3) d : 1.94 (7H, m), 2.84 (2H, 
dd, J=7.0, 5.6 Hz), 2.97 (2H,dd, J=7.0, 5.6 Hz), 
3.28 (3H, s). 3.63 (4H, m), 6.98 (IH, s), 7.10 
(lH,dd, J=8.1, 2.0 Hz), 7.95 (IH, s), 8.08 (IH, d, 
J=8.1 Hz). 

[0218] 

##01] 95 

N-^f-;U-6-(l-tf □ 'J i/-;u>5^;u)-7,8-i; t Ka 



lit 163] 




• 2HCI 



#%^5< 94 xmtz N-y^;i/-N-[5-;i-+v-6-[i-e 

piJi?-^U;t5^iJx>]-5,6,7,8-xh7tKn-2--f7 
^U-;U]7-th75K (4.0 g, 13.4 mmol) 
/-;U-1^^(10:1, 220 ml)|Cj§PL. 10%/<7V 
';7Am^(50%#7K. 0.4g)$Jn^7KHJLf=, 



Ud:*<e)2Hra»tjfLfc, 

mUzo 

IN ^KT-iStllL>4N *K<b:M-'J':7AJ§j«T' 



METr-;lllS^. xh^tKP^'^^ClOOml). 5N 

^K(ioomi)icj§jSL. 13 mmuamm&Ltzc 



PKx^;H^jiJ^L. 4N 

^<b7K^-ifKX5^;U-§;1S^J)P;iji$gL, 

^>^/-;i/-itKx^;nzTSIgaL-Cs ^JS 

it^^ (2.8g J|X$ 66%)$f#fc. 



'H-NMR (DMSO-d«) 6 : 1.98 (4H, m), 2.45 
(4H, m), 2.81 (5H, m), 3.01 (2H,brd), 3.44 (2H, 
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After that, it extracted in reaction mixture including 
ethylacetate , water. 

ethyl acetate layer was concentrated, residue recrystallization 
was done with the ethylacetate -diisopropyl ether , title 
compound (4.0 g, yield 64% ) was acquired. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.94 (7 H, 
m ), 2.84 (2 H, dd, J=7.0, 5,6 Hz ), 2.97 (2 H, dd, J=7.0, 5.6 
Hz ), 3.28 (3 H, s ), 3.63 (4 H, m ), 6.98 (1 H, s ),7.10 (1 H, 
dd, J=8.1, 2.0 Hz ), 7.95 (1 H, s ). 8.08 (1 H. d, J=8.1 Hz ). 

[0218] 

Reference Example 95 

N- methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalene amine dihydrochloride 

[Chemical Formula 163] 



It melted N- methyl -N- [5 -oxo -6- [1 -pyrrolidinyl 
methylidene ] - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] 
acetamide (4.0 g, 13.4 mmol ) which is acquired with 
Reference Example 94 in methanol -acetic acid (10: 1,220 
ml ), ice cooling it did including 10% palladium-carbon (50% 
containing water , 0.4g ). 

After agitating under hydrogen atmosphere , while resetting to 
room temperature gradually, 2 day it agitated. 

removal by filtration it did catalyst , after concentrating 
melted in ethylacetate under vacuum . 

It extracted with I Nhydrochloric acid , after making basic 
with 4 Nsodium hydroxide solution , itextracted with 
ethylacetate . 

After concentrating, tetrahydroftiran (100 ml ), it melted in 5 
Nhydrochloric acid (100 ml ) under the vacuum , 13 hour 
heating and refluxing did. 

It concentrated reaction mixture , it extracted in residue 
including the ethylacetate , saturated sodium carbonate water. 

It concentrated ethyl acetate layer , it concentrated in oil 
which isacquired including 4 Nhydrogen chloride 
-ethylacetate solution , recrystallization did residue with 
methanol -ethylacetate .acquired title compoimd (2.8 g yield 
66% ). 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );dc: 1.98 (4 
H, m ), 2.45 (4 H. m ), 2.81 (5 H. m ), 3.01 (2 H, brd ), 3.44 (2 
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brd), 3.86 (2H. d, J=5.0 Hz), 7.02-7.10 (3H, m), 
10.89(1H, brs). 

[0219] 

##«IJ 96 

6-75A3,4-i?tKn-l(2H)-:^7^lx>'> 
C^b 164] 




6-7-trK75K-l-'fK5P>(20.0 g, 98.4 mmol)l- 
31^^(250 ml)$ *PX.. 100 deg C X' 1 B^PellSi^ 

*i:r'S>-tl^J:y«Si<t«1«!l (14.5 g) 

'H NMR (CDClj) S : 2.07 (2H, m), 2.57 (2H, 
m), 2.83 (2H, m), 4.10 (2H, br), 6.42 (IH, d, 
J=2.2 Hz), 6.53 (IH, dd, J=2.2, 8.4Hz), 7.89 (IH, 
d,J=8.4Hz). 

##15!I97 

4.(4.:7;U;i-a:7x-;U)-N-(5-:l-+V-5,6,7,8-xh 
Ut 165] 




96 T•^lbtlfc 6-75^-3,4-v_tKa 
-l(2H)--f7^b>':^(9.92 g,61.5 mmol)(7)-rh7t 
Kp:?7>(300 ml)j§5«lce'Jv>(9.95 ml, 123 
mmol)i:^an^^ 4--hP7xrL;U(12.4 g, 61.5 
mmol)$DD jt. 3 I^F^ }t#tfc^. jtJS* 
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H, brd ), 3.86 (2 H, d, J=5.0 Hz ),7.02 - 7.10 (3 H. m ), 10.89 
(1 H, brs ). 

[0219] 

Reference Example 96 

6 -amino -3, 4- dihydro -1 (2 H ) -naphthalenone 
[Chemical Formula 164] 



6 -acetamide -1- tetralone in (20.0 g, 98.4 nrniol ) 1 hour after 
agitating, solvent under vacuum was removed with 100 deg C 
including concentrated hydrochloric acid (250 ml ). 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulftite . 

title compound (14.5 g ) was acquired residue by making 
powder with ethylacetate and isopropyl ether . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.07 (2 H, 
m ), 2.57 (2 H, m ), 2.83 (2 H, m ), 4.10 (2 H, br ), 6.42 (1 H, 
d, J=2.2 Hz ), 6.53 (1 H, dd, J=2.2, 8.4Hz ),7.89 (1 H, d, J=8.4 
Hz). 

Reference Example 97 

4 - (4 -fluorophenyl ) -N- (5 -oxo -5, 6, 7, 8-tetrahydro -2- 



naphthalenyl ) - 1 -piperidine carboxamide 
[Chemical Formula 165] 



6 -amino -3, 4- dihydro -1 where it acquires with Reference 
Example 96 (2 H ) -naphthalenone in tetrahydrofiiran (300 
ml ) solution of (9.92 g, 61.5 mmol ) 3 hours after agitating, 
solvent under vacuum wasremoved with room temperature 
pyridine (9.95 ml , 123 mmol ) with including chloro formic 
acid 4- nitrophenyl (12.4 g, 61.5 mmol ). 
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^tbtlfc 4--hP:7x-;U-5-^:^V-5,6,7,8-xh 
^tKa-2--^7^b-;U*;i//^>— h(2.20 g, 6.74 
mmol)t 4-(4-7;U:tn:7x:^;U)e^'Jv>^^ 
Ji(1.60 g, 7.42 mmol)(;5v>^;U7.;U7t^^->K 

(33 mi);§j«i; 4 mm7Kmiti-i^*)oiK7)^mm 

IZj:ySfi<b^4S8 (1.89 g) ^mtzc 

'H NMR (CDCI3) <5: 1.72 (2H, m), 1.92 (2H, 
m), 2.11 (2H, m), 2.61 (2H, m), 2.72 (IH. m), 
2.93 (2H, m), 3.01 (2H, m), 4.23 (2H, m), 6.67 
(IH, s),7.00 (2H, m), 7.12 (3H, m), 7.61 (IH, s), 
7.97 (IH, d, J=8.4Hz). 

[0220] 

98 

[6-(T-t25^^U75/)-l-;l-+V-3,4-vtKP-2(lH)- 
[^t 166] 



It made powder in residue including 1 normal hydrochloric 
acid , washed with the ethanol . 

4 -nitropbenyl -5-oxo -5, 6, 7, 8-tetrahydro -2- naphthalenyl 
carbamate where it acquires (2.20 g, 6.74 mmol ) with 4 - to 
dimethyl sulfoxide (33 ml ) solution of (4 -fluorophenyl ) 
piperidine acetate (1 .60 g, 7.42 mmol ) 1 hour it agitated with 
room temperature including 4 rule sodium hydroxide water 
solution . 

In reaction mixture you washed with 1 normal hydrochloric 
acid , sodium bicarbonate water solution and saturated saline 
including the ethylacetate , after drying, under vacuum 
removed solvent with anhydrous sodium sulfate . 

residue which it acquires was refined with column 
chromatography (developing solvent ;ethylacetate ) of the 
alunnina B, title compound (1.89 g ) was acquired by making 
powder with isopropyl ether and hexane . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.72 (2 H, 
m), 1.92 (2 H.m). 2.11 (2H,m), 2.61 (2H,m), 2.72(1 H, 
m ), 2.93 (2 H, m ),3.01 (2 H, m ), 4.23 (2 H. m ), 6.67 (1 H, 
s ), 7.00 (2 H, m ), 7.12 (3 H, m ), 7.61 (1 H. s ), 7.97 (1 H, d, 
J=8.4 Hz ). 

[0220] 

Reference Example 98 

[6 - (acetylamino ) - 1 -oxo -3, 4- dihydro -2 (1 H ) - 
[naiutareniriden ] ] acetic acid 

[Chemical Formula 166] 




6-7-th75K-l-xS^P> (5.00 g, 24.6 mmol) 
t<fiJt^'>JlM(9.05g, 98.5 mmol)(7)7Ki§j« 
(60 ml)lC?K)*T-C 0.5 m^TkK-lb-f h'J':7A* 
(190 ml) iHaPi. 60 deg C T? 16 t^K^^ 

Ltz, 

^mtb.:^^tiZt\Zj;:i)mmit'^^ (3.73 

g) ^mtzo 

'H nmr (DMSO-d«) (5 : 2.10 (3H, s), 2.95 (2H, 
m), 3.28 (2H, m), 6.63 (lH,s), 7.53 (IH, d, 
J=8.7Hz), 7.67 (IH. s), 7.91 (IH, d, J=8.7Hz), 
10.32 (lH,s), 12.89 (IH.br). 

##«1199 



6 -acetamide -1- tetralone (5.00 g, 24.6 mmol ) with to 
aqueous solution (60 ml ) of glyoxylic acid (9.05 g, 98.5 
mmol ) with under ice cooling 16hours it agitated with 60 deg 
C including 0.5 rule sodium hydroxide water solution (190 
ml ). 

After cooling, crystal which was precipitated including 
concentrated hydrochloric acid ,was gathered in reaction 
mixture , title compound (3.73 g ) was acquired by water 
wash doing. 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.10 (3 
H, s ). 2.95 (2 H, m ). 3.28 (2 H, m ), 6.63 (1 H, s ), 7.53 (1 H, 
d, J=8.7Hz ), 7.67 (1 H, s ),7.91 (1 H, d, J=8.7Hz ), 10.32 (1 
H,s), 12.89(1 H,br). 

Reference Example 99 
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[6-(T-tr^;UT5>')-l-^^V-l,2,3,4-Th^tKP 
[^b 167] 
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##15lJ 98 T?^#P>*tfc[6-(T-b^^U75Al-^+ 
V-3 4-i;tKP-2(lH)--^-7^b — 'J-f>]S^ffi 
(3.50 g, 13.5 mmol) t^m^ (2.1 g)0 70% 
i^il7k-;§5a (35 ml)$ 100 deg C t? 30 

:7-f- ()lggj§!«;l*KX5^JU:>^y->»U=10:l) 
;UT'l»5l5tr-5Zi:l=J:yaS^b^!fel (2.51 g) 

'H NMR (CDCI3) 8 : 1.85-2.15 (2H, m), 2.08 
(3H, s), 2.38 (IH, m), 2.71 (IH, m), 2.88 (2H, 
m), 3.05 (IH, m). 7.46 (IH, d, J=8.7Hz), 7.60 
(IH, s),7.80 (IH, d, J=8.7Hz), 10.21 (IH, s), 
12.09 (lH,br). 

[0221] 

##^J 100 

/^JU t6-(7-tr^Jl/75/)-l->i-^V-l,2,3,4-xh 
7 1 F □ -2-:J-:7^ U-^HT-bT-h 

C^k 168] 




99 ■C^I^Hfc[6-(7^2^^^75/)-l-:^-4 
V-l,2,3,4-TW7tKP-2-:>-7^U-;U]WK (500 
mg. 1.91 mmol) tmMOJ^ (529 mg, 3.82 
mmol)(D*;^^^U7H;UA75K-»ja(10ml)l-a7 
it^f-)i' (0.18 ml, 2.87 mmol)$J]DX.MjaT? 16 



[6 - (acetylamino ) - 1 -0x0 -1, 2, 3, 4- tetrahydro -2- 
naphthalenyl ] acetic acid 

[Chemical Formula 167] 



[6 - (acetylamino ) - 1 -0x0 -3, 4- dihydro -2 (1 H ) - 
[nafutareniriden ] ] acetic acid which is acquired with 
Reference Example 98 (3.50 g, 13.5 mmol ) with 70% 
aqueous acetic acid solution (35 ml ) of zinc powder (2.1 g ) 
30 minute was agitated with 100 deg C. 

After cooling, zinc powder was filtered. 

In filtrate you washed with saturated saline including 
ethylacetate , aflerdrying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

oil which it acquires was refmed with silica gel column 
chromatography (developing solvent jethylacetate .methanol 
=10:1 ), title compound (2.51 g ) was acquired by making 
powder with ethylacetate and isopropyl ether . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.85-2.15 (2 
H m ). 2.08 (3 H, s ), 2.38 (1 H, m ), 2.71 (1 H, m ), 2.88 (2 
H, m ), 3.05(1 H, m ), 7.46 (1 H, d, J=8.7Hz ), 7.60 (1 H, s ), 
7.80 (1 H, d, J=8.7Hz ). 10.21 (1 H. s ), 12.09 (1 H. br ). 

[0221] 

Reference Example 100 

methyl [6 - (acetylamino ) - 1 -0x0 -1, 2, 3, 4- tetrahydro -2- 
naphthalenyl ] acetate 
[Chemical Formula 168] 



[6 - (acetylamino ) - 1 -0x0 -1, 2, 3, 4- tetrahydro -2- 
naphthalenyl ] acetic acid which is acquired with Reference 
Example 99 (500 mg , 1.91 mmol ) with to 
dimethylformamide solution (10 ml )of potassium carbonate 
(529 mg , 3.82 mmol ) 16 hours it agitated with room 
tenq)erature including the methyl iodide (0.18 ml , 2.87 
mmol). 
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SZtlCckyaS^b^JKa (527 mg) ^mtzo 

'H NMR (CDCI3) 8 : 1.98 (IH, m), 2.20 (3H, s), 
2.23 (IH, m), 2.47 (IH, m), 3.30 (4H, m), 3.73 
{3H, s), 7.21 (IH, d, J=8.7Hz), 7.50-7.80 (2H, 
m).7.97(lH, d,J=8.7Hz). 

101 

P^^;U [6-(7iz5^;U75y)-3,4-i/tKP-2--:^:7 



[it 169] 




#%^) 100 r^#btl/c^5^;^ [6-(T-tr^;u75 

/)-l-^+V-l,2,3,4-xh7tKP-2-:^7?^U-JU] 
7-bx— h (527 mg, 1.91 mmol) CD^^y— ;UJ§ 
i^(10ml)(C7Km^b7t^O^:>-hy^A (72.4 mg, 
1.91 mmol)^7K;1^TlrJP^, 1 Btrelltl^fLfco 

^#bntcJSttfe)^7;^^^ B (7)*7A^n^h^* 

ZCD7;i/3— ;H*(404 mg, 1.46 mmol) O^M 
J§iS(7 ml)(Zii^Sf[K(0.14 ml)*Jl0^.40 deg C 

5 msmnuzo 

3^^- (Jllf15§jli;^^t^>:S^^XTJU=l:l) [C 

^mmti>ztiz^^mmit^^ (251 mg) 

'H NMR (CDCI3) 8 : 2.16 (3H, s), 2.32 (2H, t, 
J=8.1Hz) , 2,82 (2H, t, J=8,lHz), 3.21 (2H, s), 
3.71 (3H, s), 6.30 (IH, s), 6.93 (IH, d, 
J=8.1Hz),7.19 (2H, m) , 7.33 (IH, s). 
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In reaction mixture you washed with sodium thiosulfate 
aqueous solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

title compound (527 mg ) was acquired by refining oil which 
it acquires with column chromatography (developing 
solvent ;ethylacetate ) of alumina B. 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.98 (1 H, 
m ), 2.20 (3 H, s ), 2.23 (1 H, m ), 2.47 (1 H, m ), 3.30 (4 H, 
m ), 3.73 (3 H, s ),7.21 (1 H. d, J=8.7Hz ), 7.50 - 7.80 (2 H, 
m), 7.97(1 H,d,J=8.7Hz). 

Reference Example 101 

methyl [6 - (acetylamino ) - 3 and 4 -dihydro -2- 
-naphthalenyl ] acetate 

[Chemical Formula 169] 



1 hour it agitated to methanol solution (10 ml ) of methyl [6 - 
(acetylamino ) - 1 -oxo -1, 2, 3, 4- tetrahydro -2- 
naphthalenyl ] acetate (527 mg , 1.91 mmol ) which 
isacquired with Reference Example 1 00 sodium borohydride 
(72.4 mg , 1.91 mmol ) in addition to under ice cooling . 

In reaction mixture you washed with saturated saline 
including ethylacetate , afterdrying, under vacuum removed 
solvent with anhydrous sodium sulfate . 

oil which it acquires was refined with column 
chromatography (developing solvent ;ethylacetate ) of the 
alumina B. 

To acetic acid solution (7 ml ) of this alcohol (404 mg , 1 .46 
mmol ) 5 hours it agitated with 40 deg C including 
concentrated sulfuric acid (0. 14 ml ). 

solvent under vacuum after removing, in residue was washed 
with aqueous potassium carbonate solution and saturated 
saline including ethylacetate , after drying, solvent under 
vacuum was removed with anhydrous sodium sulfate . 

title compound (251 mg ) was acquired by refining oil which 
it acquires with silica gel column chromatography 
(developing solvent ;hexane :ethylacetate =1:1 ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.16 (3 H, s ), 
2.32 (2 H, t, J=8.1Hz ), 2.82 (2 H, t, J=8.1Hz ), 3.21 (2 H, s ), 
3.71 (3 H, s ), 6.30 (1 H, s ),6.93 (1 H, d, J=8.1Hz ), 7.19 (2 
H,m), 7.33(1 H.s). 
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102 

N-[6-(2-tKn^i/X5^;u)-7,8-i?tKP-2-:J-7^' 



2002-1-9 



[Ik 1701 



101 -e^b^ttfi^^^l' [6-(7jb^;U75 
y)-3 4-vtKP-2---f:7^^-Jl']7-b-r-h (827 
mg, 3.19 mmol) roTh7tKa:77»SJ«(16 

mi)ic?ic;lrT-e*m^b>J^0A7;u5^;pA 

(242 mg, 6.38 mmol) * JlD^, MJat 1 mmm 

■Q^^tthZtlzMm^it^Vm (364 mg) 

'HNMR (CDCb) «5 : 1.43 (IH, m), 2.16 (3H, s), 
2.26 (2H, t, J=8.1Hz) . 2.46 (2H, t, J=6.3Hz) , 
2.81 (2H, t, J=8.1Hz), 3.78 (2H, m), 6.28 (IH, s), 
6.94 (IH, d, J=8.1Hz), 7.08 (IH, br), 7.17 (IH, d, 
J=8.1Hz), 7.35 (lH,s). 

##^1 103 

N-[6-[2-(l-t°P'Jv--'l')X^;U]-7,8-i?tKP-2- 
-j-7$U-;U]7H2h75K 

lit 171] 
' H 

102 X-mhtltz N-[6-(2-tKP^vX^^ 
jU).7,8-i? t K P -2-:^:7 ^ U - -b h7 5 h 
(355 mg, 1.53 mmol) ^HJ X^;U75> (0^235 
ml. 1.69 mmol) (7)v^^;U7fWl'A75h5§j« (7 
ml) |C^<ky^>7.;U'tx-;U (0.131ml, 1.69 
mmol) m^T-&nz.s 30 ^^fflSllf Lfc. 

Sje;jft|CtfP'J-:^>(0.384 ml, 4.60 mmol)$*n 

xs 60 deg c t- 4 nmntWLtzm. mm^E. 
jiSi^KKx^;u^i)Q^. 1 ^^^^-c-ttmu 

tz^s gtSJii'J'tJASttljL^SIil^U-CWKx 



[0222] 

Reference Example 102 

N- [6 - (2 -hydroxyethyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] acetamide 

[Chenucal Formula 170] 



To tetrahydrofuran solution (16 ml ) of methyl [6 - 
(acetylamino ) - 3 and 4 -dihydro -2- -naphthalenyl ] acetate 
(827 mg , 3.19 mmol ) which is acquired with the Reference 
Example'lOl with under ice cooling 1 hour it agitated with 
room temperature including the lithium aluminum hydride 
(242 mg , 6.38 nunol ). 

In reaction mixture you washed with 1 normal hydrochloric 
acid and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate ,you acquired title compound (364 m ) W 
making powder with isopropyl ether . 
<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.43 (1 H, 
m ), 2.16 (3 H, s ), 2.26 (2 H, t, J=8.1Hz ), 2.46 (2 H, t 
J=6 3Hz ), 2.81 (2 H, t, J=8.1Hz ), 3.78 (2 H, m ),6.28 (1 H, 
s ), 6.94 (1 H, d, J=8.1Hz ), 7.08 (1 H, br ), 7.17 (1 H. d, 
J=8.1Hz), 7.35 (1 H,s). 
Reference Example 103 

N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] acetamide 
[Chemical Formula 171] 



N- [6 - (2 -hydroxyethyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] acetamide which is acquired with Reference 
Example 102 (355 mg , 1.53 mmol ) with it added chloride 
methanesulfonyl(0.131ml.l.69mmol)to 
dimethylformamide solution (7 ml ) of triethylamine (0.235 
ml . 1.69 mmol ) with under ice cooling , 30 minute agitated. 

In reaction mixture 4 hours after agitating, solvent under 
vacuum wasremoved with 60 deg C including pyrrohdme 
(0.384 ml , 4.60 mmol ). 

Including potassium carbonate in residue it extracted with 
ethylacetate to the basic after extracting with 1 normal 



Page 178 Paterra® InstantMT® Machine Translation (U.S. Pat Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



(294 mg) ^lifco 

'H NMR (CDCI3) 6 ; 1.79 (4H, m), 2.16 (3H, s), 
2.25 (2H, m), 2.41 (2H, m), 2.55 (4H. m), 2.62 
(2H, m), 2.78 (2H, m), 6.20 (IH, s), 6.91 (IH, 
d,J=8.1Hz), 7.18 (IH, d, J=7.8Hz), 7.32 (2H, tn). 

[0223] 

104 

N-[6-[2-(v>f-;i/75>')X5';U].7,8-i/tKa-2- 
lit 172] 

CH3 

0 jfY^^CH. 



102 t'fibtl-fc N-[6-(2-tKP+vX^ 
;u )-7,8- V t K P -2- :^ :7 -Si L/ - ;i/ ] 7 -b h T 5 K 

(102 mg, 0.426 mmol) i:h-UXf^;U75> 
(0.0652 ml,0.469 mmol) (7)vP«5^;U:1^;UA75K 

JiiiS (2 ml) lc^lb>^>x;u;^-;i/ (O.0393 

ml, 0.469 mmol) ^7K5^T"C'AP?L, 30 j^m^W 
Ltzo 

s.mmz 2 ^^:;p<5^^u75>(7)T^h7tKP77 

(0.64 ml) $*P?L» 60 deg C T* 5 B#^^li 
fc^. KK*'J0A$*n7t.^SttlCLTKKx 



^#b+lfcSl^^7;^5:^;b^A^pvhy^3'>r 
- (Jll§jt!«;i^^x^;u) icJcyi^iSLT. B 
mt^^ (57.5 mg) 

'H NMR (CDCI3) (5 : 2.15 (3H, s), 2.24 (2H. m). 
2.29 (6H, s), 2.36 (2H, m). 2.48 (2H, m), 2.78 
(2H, m), 6.20 (IH, s), 6.90 (IH, d, J=8.1Hz), 
7.20(1H, d, J=8.1Hz). 7.35 (IH, s). 7.76 (IH, br). 



2002-1-9 

hydrochloric acid including ethylacetate . 

extracted liquid was washed with saturated saline , after 
drying, solvent under the vacuum was removed with 
anhydrous sodium sulfate . 

Refining residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (294 mg ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.79 (4 H, 
m ), 2.16 (3 H, s ). 2.25 (2 H, m ). 2.41 (2 H, m ), 2.55 (4 H. 
m ), 2.62 (2 H, m ),2.78 (2 H, m ), 6.20 (1 H, s ), 6.91 (1 H, d, 
J=8.1Hz ), 7.18 (1 H, d, J=7.8Hz ), 7.32 (2 H, m ). 

[0223] 

Reference Example 104 

N- [6 - [2 - (dimethylamino ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] acetamide 

[Chemical Formula 172] 



N- [6 - (2 -hydroxyethyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] acetamide which is acquired with Reference 
Example 102 (102 mg , 0.426 mmol ) with it added chloride 
methane sulfonyl (0.0393 ml , 0.469 mmol ) to 
dimethylformamide solution (2 ml ) of triethylamine (0.0652 
ml , 0.469 mmol ) with under ice cooling , 30 minute agitated. 

In reaction mixture 5 hours after agitating, solvent under 
vacuum wasremoved with 60 deg C including tetrahydrofuran 
solution (0.64 ml ) of 2 normal dimethyl amine . 

Including potassium carbonate in residue it extracted with 
ethylacetate to the basic after extracting with 1 normal 
hydrochloric acid including ethylacetate . 

extracted liquid was washed with saturated saline , after 
drying, solvent under the vacuum was removed with 
anhydrous sodium sulfate . 

Refining residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (57.5 mg ). 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.15 (3 H, s ), 
2.24 (2 H, m ), 2.29 (6 H, s ), 2.36 (2 H, m ), 2.48 (2 H, m ), 
2.78 (2 H, m ),6.20 (1 H, s ), 6.90 (1 H, d, J=8.1H2 ), 7.20 (1 
H, d, J=8.1Hz ), 7.35 (1 H, s ), 7.76 (1 H, br ). 
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[0224] 
##01) 105 



[it 173] 



CH, 
CH, 



1) xmwi^<o:^^{'^'v-i-)^ 

^/7ij.;,^/;-57>h'J-19(5) pll89 (1982))lCct:y 
mi^Jtifz 2-Xh^v*;U7t?-;U-6--Kn-l,4-^ 
>^/:l-4r-9-i^> 7.20g (0.029 mol)^^^/— ^l' 
50mllc5§<gU;K*^b+^'^7^:>-HJ't7A 1.08 g 

(0.029 moD^Jja^T 2 ^fslltff Lfc. 

1«!l'^5KL-C.2-tKP^VP«^;U-6--hP-l,4- 
(310 g)^^^^^tLX'^ 

'H-NMR (CDCb) 5: 1.96 (IH, m), 3.34-3.49 
(2H, m), 3.80-3.90 (2H, m), 4.09 (IH, brs), 
4.30-4.40 (IH, m), 6.86 (IH, d, J=8.6 Hz), 7.50 
(IH, d, J=2.8 Hz), 7.59 (IH, dd, J=2.8, 8.6 Hz). 

2) l)-etf b^vfc 2-l::KP^VP'^;U-6--hP-l,4- 
'Oy^i-^i^-v^ l.OOg (4.76 mmol). h'JX^^l/ 
T5> 708 mg (7.00 mmol)^ DMF 30 ml lcj§jil 
L,. ^45 mg (4.76 
mmol)$Jinx.-r. 30 ^J-Fslltlf Lfc, 

50%v^^;i/75>7K5§ja 3 ml ^liW^s 70 deg 

c 4 ^raBI#^^ »i?xf^;u, 7K*«i^-Ctt 

A':7P-7h'?*^3''f-l-'(^L. ilFKx5^;i/:n-^+ 
■9->(40:60)-ej§l±JL,2-(v>^;UT5/)>^;U 
.6-^hP-l,4-'<>V^^^-9-V> (790 mg)^»fe 

'H-NMR (CDClj) 5 : 2.33 (6H, s), 2.47-2.67 
(2H, m), 3.19-3.25 (IH, m), 3.46-3.52 (IH, m), 
4.09 (IH, brs), 4.30-4.35 (IH, m), 6.86 (IH, d, 
J=8.9Hz), 7.48 (IH, d, J=2.8 Hz). 7.57 (IH. dd, 
J=2.8, 8.9 Hz). 



[0224] 

Reference Example 105 

6 -amino -2- (dimethylamino ) methyl -1,4- benzooxazine 
[Chemical Formula 173] 



2 -ethoxy carbonyl -6-nitro -1, 4- benzooxazine 7.20g where 
it acquires with journal of heterocyclic chemistry 19 (5) 
pi 189 (1982) it melted (0.029 mol )in methanol 50 ml , 2 
hours it agitated including sodium borohydride 1.08 g (0.029 
mol ). 1) literature known method 

It concentrated reaction mixture , it extracted in residue 
including the ethylacetate , sodium bicarbonate water 
solution . 

After water wash , it concentrated organic layer , 
crystallization it did in the residue including mixed solution of 
ethylacetate .n- hexane =1:5, filtered crystallized matter , 2 
-hydroxymethyl -6-nitro -1, 4- benzooxazine it acquired (3.10 
g ) as red color powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.96 (1 H, 
m ). 3.34 - 3.49 (2 H, m ), 3.80 - 3.90 (2 H, m ), 4.09 (1 H 
brs ), 4.30 -4.40 (1 H, m ), 6.86 (1 H, d, J=8.6 Hz ), 7.50 (1 H, 
d, J=2.8 Hz ), 7.59 (1 H, dd, J=2.8, 8.6 Hz ). 
2) 1) So 2 -hydroxymethyl -6-nitro -1, 4- benzooxazine l.OOg 
where it acquires (4.76 mmol ), it melted triethylamine 708 
mg (7.00 mmol ) in DMF 30 ml , 30 minute it agitated 
including methane sulfonyl chloride 545 mg (4.76 mmol ). 

Including 50% dimethyl amine water solution 3 ml . it 
extracted with 70 deg C including 4 hours after stirring , 
ethylacetate , water. 

After water wash , it concentrated organic layer , residue it 
attached on alumina column chromatography , liquated with 
ethylacetate .n- hexane (40: 60 ), 2 - it acquired 
(dimethylamino ) methyl -6-nitro -1,4- benzooxazine (790 
mg )as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.33 (6 H, 
s ), 2.47 - 2.67 (2 H, m), 3.19 - 3.25 (1 H, m ), 3.46 - 3.52 (1 
H, m ),4.09 (1 H, brs ), 4.30 - 4.35 (1 H, m ), 6.86 (1 H, d 
J=8.9Hz ). 7.48 (1 H, d, J=2.8 Hz ), 7.57 (1 H, dd, J=2.8, 8.9 
Hz). 
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3) 2)T♦^#b4^y= 2-(v>f-;UT5/)/5=-;U-6--h 
a.\,4-'0'Jt^-*ti» 760 mg (3.2 mmol)^> 
^/-^HOmllCjijgLsii^K 3ml.at»0.80 

g ^ixiTix 2 mtsimnuz. 

(20:80)r*?gajL.aS<b^ife (430 mg)^^fe 

'H-NMR (CDCI3) <S : 2.31 (6H, s), 2.41-2.62 
(2H, m), 3.12-3.17 (IH, m), 3.36-3.41 (IH, m), 
3.30-3.50 (2H. brs), 3.67 (IH, brs), 4.12-4.21 
(IH, m), 5.99 (IH, d. J=2.5 Hz). 6.03 (IH, dd, 
J=2.5, 8.4 Hz), 6.65 (IH, d, J=8.4 Hz). 

[0225] 

106 

6-[(4-.;ff-;U-l-e-^7i^-;U)>^;U]-7,8-i/tKP 
-2--f3'^U>75> 

C^b 174] 




Hlfi^ 41 <D l)r*#^*lfc 6-T-lrh75K 
-2-(N,N-i?^5^;UT5>';«5=-'Jx>)-l-xh7P>$ 

mi^x. ^mm 52 t^m(f)mw^no:itiz^ 

'H NMR (CDCI3) <5: 2.27 (2H, t, J=8.1 Hz), 
2.29 (3H, s), 2.45 (8H, bs),2.72 (2H, t, J=8.1 Hz), 
3.03 (2H, s), 3.60 (2H, s), 6.26 (IH, s), 6.45-6.47 
(2H, m), 6.80-6.83 (IH, m). 

##<5IJ 107 

4-;<^;U-3-(l-lfP'Jv-;U;'^;U)-2H-'i7P» 
-7-7'5> 

lit 175] 




3) 2) So 2 it acqtiires - it melted (dimethylamino ) methyl 
-6-nitro -1,4- benzooxazine 760 mg (3.2 mmol ) in methanol 
10ml , 2 hours it agitated including concentrated hydrochloric 
acid 3 ml , iron decimeter 0.80 g. 

It concentrated reaction mixture , it extracted in residue 
including 1 normal sodium hydroxide water solution , 
ethylacetate . 

It concentrated organic layer , residue it attached on alumina 
column chromatography .liquated with ethylacetate :n- 
hexane (20: 80). it acquired title compound (430 mg ) as 
colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.31 (6 H, 
s), 2.41 -2.62 (2 H,m), 3.12-3.17(1 H, m), 3.36 - 3.41 (1 
H, m ),3.30 - 3.50 (2 H. brs ). 3.67 (1 H. brs ), 4.12 - 4.21 (1 
H. m ), 5.99 (1 H, d, J=2.5 Hz ). 6.03 (1 H, dd, J=2.5, 8.4 
Hz), 6.65 (1 H,d,J=8.4Hz). 

[0225] 

Reference Example 106 

6 - [ (4 -methyl -1- piperazinyl ) methyl ] - 7 and 8 -dihydro 
-2- naphthalene amine 

[Chemical Formula 174] 



title compoimd was acquired by doing operation of being 
similar to the Reference Example 52 Working Example 411) 
with 6 -acetamide -2- where it acquires (N, N- dimethylamino 
methylidene ) - making use ofl -tetralone . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de:<sup> 
</sup>2.27 (2 H, t, J=8.1 Hz ). 2.29 (3 H, s ), 2.45 (8 H, bs ), 
2.72 (2 H, t, J=8.1 Hz ), 3.03 (2 H, s ). 3.60 (2 H, s ),6.26 (1 
H, s ), 6.45 - 6.47 (2 H, m ), 6.80 - 6.83 (1 H, m ). 

Reference Example 1 07 

4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 H-chromene 
-7-amine 

[Chemical Formula 175] 



l-7'tr^;U75y-3,4-vtKP^P»-l-5i->$ 

mi^x. mmm 41 © i)fcj:i;##fiy 69 tmm 



title compound was acquired making use of 1 -acetylamino -3, 
4- dihydro chromene -1- on , Working Example 41 1) and by 
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'H NMR (CDCI3) 6 : 1.73-1.83 (4H, m), 1.99 
(3H, s), 2.46-2.51 (4H, m), 3.22 (2H, s), 3.70 
(2H, bs), 4.66 (2H, s), 6.18 (IH, d, J=2.2 Hz), 
6.26 (IH, dd, J=2.2 Hz, 8.1 Hz), 7.00 (IH, d, 
J=8.1Hz). 

[0226] 

#%^J 108 

4->^ju-3-(4-^;u^'J-;u;'^-/i')-2H-^a;>t> 

-7-T5> 
lit 176] 




i-7-b^;uT5/-3,4-i/tKn^a/>-i-:i-:^^ 

fflL^•c. mmm 41 o \)n^xs^%m 69 tmm 

•h NMR (CDCI3) 5: 1.98 (3H, s), 2.41-2.44 
(4H, m), 3.08 (2H, s), 3.66-3.69 (6H, m), 4.62 
(2H, s), 6.18 (IH, d, J=2.2 Hz), 6.26 (IH. dd, 
J=2.2 Hz, 8.1 Hz), 7.00 (IH, d, J=8.1 Hz). 

109 

6-(4-^;U7hij=.;i//^;u)-7,8-i/tKa-2--^:7^' 

[^b 177] 




m^M 41 a> i)T'#bHfc 6-T-lrhTSK 

-2-(N,N-i?y^^T5/y^'Jx»-l-Th7P>^ 

y.aM^b^tl^^»^=o 

'H-NMR (CDCI3) (5 : 2.28 (2H, t, J=7.8 Hz), 
2.42 (4H, t, J=4.4 Hz), 2.72(2H. t, J=7.8 Hz), 
3.01 (2H, s). 3.60 (2H, brs.), 3.70 (4H, t, J=4.4 
Hz), 6.26 (IH, s), 6.46 (2H, m), 6.82 (IH, d, 
J=8.7Hz). 

[0227] 



2002-1-9 

the sequential doing operation of being similar to Reference 
Example 69. 

<sup>l</sup>H nmr(CDCl<sub>3</sub> );de: 1.73 - 1.83 (4 
H, m ), 1 .99 (3 H, s ), 2.46 - 2.51 (4 H, m ), 3.22 (2 H, s ), 
3.70(2 H, bs ), 4.66 (2 H, s ), 6.18 (1 H, d, J=2.2 Hz ), 6.26 (1 
H. dd, J=2.2 Hz , 8.1 Hz ), 7.00 (1 H, d, J=8.1 Hz ). 

[0226] 

Reference Example 1 08 

4 -methyl -3- (4 -morpholinyl methyl ) - 2 H-chromene 
-7-aimne 

[Chemical Formula 176] 



title compound was acquired making use of 1 -acetylamino -3, 
4- dihydro chromene -1- on , Working Example 41 1) and by 
the sequential doing operation of being similar to Reference 
Example 69. 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.98 (3 H, s ), 
2.41 - 2.44 (4 H, m ), 3.08 (2 H, s ), 3.66 - 3.69 (6 H, m), 
4.62(2 H, s ), 6.18 (1 H, d, J=2.2 Hz ), 6.26 (1 H, dd, J=2.2 
Hz, 8.1 Hz), 7.00 (IH, d,J=8.1Hz). 

Reference Example 109 

6 - (4 -morpholinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalene amine 

[Chemical Formula 177] 



title compound was acquired by doing operation of being 
similar to the Reference Example 52 Working Example 41 1) 
with 6 -acetamide -2- where it acquires (N, N- dimethylamino 
methylidene ) - making use ofl -tetralone . 
<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.28 (2 H, t, 
J=7.8 Hz ), 2.42 (4 H, t, J=4.4 Hz ), 2.72 (2 H, t, J=7.8 Hz ), 
3.01 (2 H, s ), 3.60 (2 H, brs. ), 3.70 (4 H, t, J=4.4 Hz ),6.26 (1 
H, s ), 6.46 (2 H, m ), 6.82 (1 H, d, J=8.7 Hz ). 

[0227] 
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no 

N->^;i/-N-(5-5j-+V-5,6.7,8--T-h7tKP.2--i-7 
^U-;U)7'-trh75K 

[it 178] 




Reference Example 1 10 

N- methyl -N- (S -oxo -5, 6, 7, 8-tetrahydro -2- napbthalenyl ) 

acetamide 

[Chemical Fonnula 178] 



6-7-trh75K-l-xh7a> (13.7g, 67.4 mmol) 
^T"h7tKP:77>(40ml)l:5tjSL, 7K^<b:M- 
'J't7A(ji14)(2.40g.l01 mmol)$»P^, 2.5 B#M 

St/1f^. 3'^7<bp'f^;K20 ml)$iP^, 40 deg C-C 
15 j^rajtl^Lfc. 

IN ^K. IN 7kil<b:M^'J':7A7KjSjaT-j5fejf L 

•9->=50:50~100:0) ICTgi{Lfc„ 

'H-NMR (CDClj) 5 : 1.96 (3H, s), 2.19(2H, m), 
2.69 (2H, t, J=6.2 Hz), 2.99 (2H, t, J=5.9 Hz), 
3.29 (3H, s), 7.10-7.15 (2H, m), 8.09 (IH, d, 
J=8.4Hz). 

###J111 

N-[6-[(E)-(v>^;U75/)>T'Jt^>]-5-:1-^V 
-5,6,7,8-xh^tKP-2-i-:7^b^;i/]-N->f^;i/7 

at 179] 




6 -acetamide -1- tetralone it melted (13.7 g, 67.4 mmol ) in 
tetrahydrofuran (40 ml ), 2.5 hours heating and refluxing it 
did including sodium hydride (oily ) (2.40 g, 101 nunol ). 

After cooling, including methyl iodide (20 ml ), 15 hours it 
agitated with 40 deg C. 

You opened reaction mixture in cold water , extracted with 
ethylacetate , washedwith 1 Nhydrochloric acid , INsodium 
hydroxide water solution . 

ethyl acetate layer was concentrated, residue was refmed with 
alumina column chromatography (developing 
solvent ;ethylacetate :n- hexane =50:50-100:0 ). 

It concentrated eluate under vacuum , recrystallization doing 
residue which is acquired with ethylacetate -diisopropyl 
ether , it acquired title compound (8.3 g ). 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.96 (3 H, 
s ), 2.19 (2 H, m ), 2.69 (2 H, t, J=6.2 Hz ). 2.99 (2 H, t, J=5.9 
Hz ), 3.29 (3 H, s ), 7.10 - 7.15(2 H, m ), 8.09 (1 H, d, J=8.4 
Hz). 

Reference Example 1 1 1 

N- [6 - [ (E ) - (dimethylamino ) methylidene ] - 5 -oxo -5, 6, 
7, 8-teU3hydro -2- napbthalenyl ] -N- methyl acetamide 

[Chemical Formula 179] 



##^) 110 V^tz N-p'^;i/-N-(5-:l-4^V 
-5,6,7,8-xh^tKP-2--f:7^L/^;U)7-th75K 
(4.3g, 19.8 mmol) ^ N,N-v>^;b7tx;L/A75K 
i>/f-)lT-b^-)H50 ml)lCjtPL, 



It melted N- methyl -N- (5 -oxo -5, 6, 7, 8-tetrahydro -2- 
naphthalenyl ) acetamide (4.3 g, 19.8 nmiol ) which is 
acquired with Reference Example 1 10 in N, N- 
dimethylformamide dimethyl acetal (50 ml ), under nitrogen 
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^T. 15 ^mumi^ALtz. 

affi<b^!B!l(3.9g)$f#fc. 

'H-NMR (CDCI3) (5 : 1.93 (3H, s), 2.86 (2H, t, 
J=7.3 Hz), 2.95 (2H, t, J=7.3 Hz), 3.16 (6H, s), 
3.28 (3H, s), 6.99 (IH, s), 7.09 (IH, d, J=8.1 Hz), 
7.75 (IH, s), 8.07 (IH. d. J=8.1 Hz). 

[02281 

#%^112 

N->^;U-N-[5-:l-# V-6-[(E>l-e P 'J iJ-JU^^ 
>J-7^>]-5,6,7,8-xh7tKn-2-:f7^«U-;U]7H2 

Ut 180] 



1, 



CH, 



111 T-|#fcN-[6-[(E)-(V^^;U75/)^^ 
'J T >]-5-:i-^ V-5,6,7,8-T t K P -2-i-y ^ L/ 
^;U]-N->^;i'7-bhT£K(5.7g, 20.9 mmol) ^ 
eP'Ji;>(50 ml)(C;g<BL.S^IIffl^'P-3.5 

as<b^1«!i(4.0g)$#fc. 

'H-NMR (CDCI3) S : 1.93-1.96 (7H, m), 2.85 
(2H, t, J=6.7 Hz), 2.96 (2H,t, J=6.7 Hz), 3.28 
(3H, s), 3.63 (4H, m), 6.99 (IH, s), 7.10 (IH, dd, 
J=8.4, 2.0 Hz), 7.95 (IH, s), 8.08 (IH, d, J=8.4 
Hz). 

##^J113 

N-y^;^-6-(l-ep'Ji^-;^^^^^)-7.8 e^tKP 
-2--^-:7^u>T5> -^K^ 

[it 181] 



2002-1-9 

atmosphere , 15 hour heating and refluxing did. 

It concentrated reaction mixture under vacuum , washing 
residue which isacquired with ethylacetate -diisopropyl ether , 
it acquired title compound (3.9 g ). 
<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.93 (3 H, 
s ), 2.86 (2 H, t, J=7.3 Hz ), 2.95 (2 H, t, J=7.3 Hz ), 3.1 6 (6 
H, s ), 3.28 (3 H, s ), 6.99 (1 H, s ),7.09 (1 H, d, J=8.1 Hz ), 
7.75 (lH,s), 8.07(1 H,d, J=8.1 Hz). 

[0228] 

Reference Example 1 12 

N- methyl -N- [5 -0x0 -6- [ (E ) - 1 -pyrrolidinyl 
methylidene ] - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] 
acetamide 

[Chemical Formula 180] 



N- which is acquired with Reference Example 1 1 1 [6 - [ (E ) - 
(dimethylamino ) methylidene ] - 5 -0x0 -5, 6, 7, 8-tetrahydro 
-2- naphthalenyl ] -N- methyl acetamide it melted (5.7 g, 20.9 
mmol )in pyrrolidine (50 ml ), under nitrogen atmosphere , 
3.5 hours heating and refluxing did. 
You opened reaction mixture in cold water , extracted with 
ethylacetate . 

It concentrated ethyl acetate layer , recrystalUzation doing 
residue which is acquiredwith ethylacetate -diisopropyl ether , 
it acquired title compound (4.0 g ). 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de; 1.93 - 1.96 (7 
H, m ), 2.85 (2 H, t, J=6.7 Hz ), 2.96 (2 H, t, J=6.7 Hz ), 3.28 
(3 H, s ), 3.63 (4 H, m ), 6.99(1 H. s ). 7.10 (1 H, dd, J=8.4, 
2.0 Hz ), 7.95 (1 H, s ), 8.08 (1 H, d, J=8.4 Hz ). 

Reference Example 113 

N- methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 8 dihydro -2- 
naphthalene amine dihydrochloride 

[Chemical Formula 181] 
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H,C. 



0 









H 

* 2HCI 



112 Vmtz N->t5^;U.N-[5-^^V 

-6-[(E)-l-tfP'Jv-;U;<^'Jx>]-5,6,7,8-Th7 
tKP-2-*^7^U-;U]T-trh7SK(4.0g, 13.4 
mmol) ^^^y—}l-m^{\0:\ 220 ml)|l?gp 
L,10%/^7V':7A-S14^m(0.4 g)^»D^.7K^ 
^m%TV 48 B^relJi^f Uco 

X5^;ut INigM^JtlD^ttttiLfco 



Kp:7^>-5N ^^(50:50 200 ml)^Jn^. 13 B# 



@tMx^;Hlc 4N ^^bTK^ i^Kx^;U)§5$ 
^#bnfc?5.^^/^y-;^-@^^x^;Kcrs^S 

SLT. a®<b^!B!l(2.8g)$f#fco 

'H-NMR (DMS0-d6) 8 : 1.98 (4H, m), 2.45 
(4H, m), 2.81 (5H, m), 3.01 (2H,m), 3.44 (2H, 
m), 3.85 (IH, s), 3.86 (IH, s), 6,67 (IH, s), 
7.02-7.10 (3H, m), 10.90 (IH, brs.). 

[0229] 

##15>J 114 

6-(l-e^»Jvx;u^^;U)-7,8-i;tKP-2--f7^U 
2^KiS 



lit 182] 




• 2HCI 



41 (D \)Vmi*lfz 6-7-fehT5K 
-2.{N,N-vy^;U7Syy^'Jx>)-l-xhvP>$ 

*H-NMR (DMSO-dfi) 6 : 1,39 (IH. m), 1.80 



2002.1-9 



It melted N- methyl -N- [5 -oxo -6- [ (E ) - 1 -pyrrolidinyl 

methylidene ] - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] 
acetamide (4,0 g, 13.4 mmol ) which is acquired with 
Reference Example 1 12 in methanol -acetic acid (10: 1,220 
ml ), 48 hours it agitated under hydrogen atmosphere 
including 10% palladium -activated carbon (0.4 g ). 

catalyst removal by filtration was done, reaction mixture after 
concentrating, wasextracted under vacuum including 
ethylacetate and 1 Nhydrochloric acid . 

water layer after making basic with 4 Nsodium hydroxide 
water solution , was extracted with the ethylacetate . 

It concentrated ethyl acetate layer , 13 hour heating and 
refliixing it made residue which isacquired including 
tetrahydrofuran -5Nhydrochloric acid (50: 50,200 ml ), 

It concentrated reaction mixture , it extracted including 
ethylacetate and the saturated sodium carbonate aqueous 
solution . 

In ethyl acetate layer it concentrated under vacuum including 
4 Nhydrogen chloride ethylacetate solution . 

recrystallization doing residue which it acquires with 
methanol -ethylacetate , itacquired title compound (2.8 g ). 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.98 (4 
H, m ), 2.45 (4 H, m ), 2.81 (5 H, m ), 3.01 (2 H, m ), 3.44 (2 
H, m ), 3.85 (1 H, s ),3.86 (1 H, s ), 6.67 (1 H, s ), 7.02 - 7.10 
(3 H,m), 10.90(1 H, brs. ). 

[0229] 

Reference Example 1 14 

6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro -2- naphthalene 
amine dihydrochloride 

[Chemical Formula 182] 



title compound was acquired by doing operation of being 
similar to the Reference Example 52 Reference Example 41 
1) with 6 -acetamide -2- where it acquires (N, N- 
dimethylamino methylidene ) - making use ofl -tetralone . 

<sup>Ksup>H-nmr (DMSO -d<sub>6<;/sub> );de: 1.39 (1 
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(5H, m), 2.50 (5H, m), 2.83 (4H,m). 3.35-3.38 
(2H, m), 3.79 (2H, s), 6.70 (IH, s). 7.05-7.13 
(3H.m), 10.40 (lH,brs). 

##ff'J 115 

5- T ;U -6-[(4- y T -/U -1- tf ^ 7 - ^l' ) ^ ^ 
;u]-7,8-vtKa-2--f7^U>75> 

Ut 183] 




4^^m 41 0) 1)-C#b4xfc 6-7-bK75K 
-2-(N,N-i?.>«^;i'T5>';t^'Jx>)-l-xK7P>^ 

mi^Xsmmm 69 i:pi^a)Sf^*fr3c:tizj: 

'H NMR (CDCI3) «5 : 2.02 (3H, s), 2.27 (2H, t, 
J=8.1 Hz), 2.27 (3H, s), 2.44 (8H, bs), 2.63 (2H, 
t, J=8.1 Hz), 3.12 (2H, s), 3.61 (2H, s), 6.48-6.54 
(2H,m), 7.08(lH.d,J=7.8Hz). 

[0230] 
#%fillll6 

2-[(i?y^^U75/)^^-'l']-lH--<>x>-6-751/ 
lit 184] 



##<51] 47 X-mhilh N-[2-[(E)-(i?/^;U75>') 
-5--f'^l/]7-lrh75K^ffll^T, m^M 4\-2)tm 

'H NMR (CDCI3) 5 : 2.24 (6H, s), 3.26 (2H, s), 
3.33 (2H, s), ca.3.5 (2H,br), 6.58 (2H, m), 6.81 
(lH,s),7.08(lH,d,J=8.1Hz). 

###1 117 

6-7£y-2-tfP'Jv-^l'P<^^l'-3,4-i?tKP 

-2H-i,4-'<>^y;J-+-9-v> 

[it 185] 
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H, m ), 1.80 (5 H, m ), 2.50 (5 H, m ), 2.83 (4 H. m ), 3.35 - 
3.38 (2 H, m ), 3.79(2 H, s ), 6.70 (1 H, s ), 7.05 - 7.13 (3 H, 
m), 10.40 (1 H, brs ). 

Reference Example 115 

5 -methyl -6- [ (4 -methyl -1- piperazinyl ) methyl ] - 7 and 8 
-dihydro -2- naphthalene amine 

[Chemical Fomula 183] 



title compound was acquired by doing operation of being 
similar to the Working Example 69 Reference Example 41 1) 
with 6 -acetamide -2- where it acquires (N, N- dimethylamino 
methylidene ) - making use ofl -tetralone . 
<sup>l</sup>H nmr (CDCl<sub>3</sub> );de:<sup> 
</sup>2.02 (3 H, s ), 2.27 (2 H, t, J=8.1 Hz ), 2.27 (3 H, s ), 
2.44 (8 H, bs ), 2.63 (2 H, t, J=8.1 Hz ), 3.12 (2 H, s ),3.61 (2 
H, s ), 6.48 - 6.54 (2 H. m ). 7.08 (1 H, d. J=7.8 Hz ). 

[0230] 

Reference Example 1 16 

2 - [ (dimethylamino ) methyl ] - 1 H-indene -6-amine 
[Chenucal Formula 184] 



title compound was acquired by doing operation of being 
similar to the Working Example 41-2) making use of N- [2 - 
[ (E ) - (dimethylamino ) methylidene ] - 1 -0x0 -2, 3- dihydro 
-1 H-indene -5-yl ] acetamide which is acquired with the 
Reference Example 47. 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.24 (6 H, s ), 
3.26 (2 H. s ), 3.33 (2 H, s ), ca.3.5 (2 H, br ), 6.58 (2 H. m ). 
6.81 (1 H. s ),7.08 (1 H. d, J=8.1 Hz ). 

Reference Example 1 17 

6 -amino -2- pynrolidinyl methyl -3, 4- dihydro -2H-1 , 4- 
benzooxazine 

[Chemical Formula 185] 
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105 (7) l)T'f#b*lfc 2-tKP+v/y^;i/ 
-6-z:hP-3,4-t/tKP-2H-1.4-'<>l/:l-+-9-e/> 
teP'Jv^^fflLxT. ##1511 105 (7) 2)i:(5]|i(C 
LT 6-^hP-2-tfP'Jv-;i'>^;i'-3,4-vtKP 
-2H-l,4-^>\/;l-++>-i/>i 4-(^^^U;^/l'*- 
6--hP-2-ePUv--;U>^^-3,4-i;tKP 

^#btvfc;1^!|^!l^fflt^r, ##04 105 cd 3)tm 

'H-NMR (CDCI3) S : 1.76-1.81 (4H, m), 
2.50-2.70 (4H, m), 2.70 (2H, d, J=6.3Hz), 
3.13-3.20 (IH, m), 3.20-3.40 (2H, brs), 3.39-3.43 
(IH, m), 3.66(1H, brs), 4.11-4.21 (IH, m), 5.99 
(IH, d, J=2.7Hz), 6.03 (IH, dd, J=2.7, 8.4 Hz), 
6.64 (IH, d,J=8.4Hz). 

[0231] 

118 

6-T5y-4-(^^^i';^^i'j^->u)-2-t°p ij 

^;U-3,4-i?th*P-2H.l,4-'<>7^+-9-v> 



lit 186] 




1 17 ■c^#b^^fc6--hP-2-tf p'jt;-;uy 

^;U-3,4-i?tKP-2H-l,4.'<>y^+-9-v>t 
4-(.>t^;ux ;u7t^-;u)- 6-— K a -2- 1° p 'J i>—)ii^ 
^;u-3,4-vtKP-2H-i,4-'<>v^;j-^-tl-v>^ffl 
l^T, 105 0) 3)i:l^«l=trSfi<b^?«! 

'H-NMR (CDCI3) (5 : 1.70-1.80 (4H, m), 
2.50-2.70 (4H, m), 2.73 (2H, d.J=6.0Hz), 2.95 
(3H, s), 3.21-3.29 (IH, m), 2.80-3.10 (2H, brs), 
4.10-4.21 (IH, m), 4.26-4.32 (IH, m), 6.43 (IH, 
dd, J=2.7, 8.4 Hz), 6.77 (IH, d, J=8.4 Hz), 7.11 
(lH,d,J=2.7Hz). 

[0232] 

mmmi 

N-[2-(N,N-i? y T ;U 7 5 /) ^ "^"T.*!^ ~, 



6 -nitro -2- pyrrolidinyl methyl -3, 4- dihydro -2H-1, 4- 
benzooxazine and 4 - (methyl sulfonyl ) - 6 -nitro -2- 
pyrrolidiny! methyl -3, 4- dihydro -2H-1, 4- benzooxazine 
mixture was acquired making use of Reference Example 105 
1) with 2 -hydroxymethyl -6-nitro -3, 4- dihydro -2H-1, 4- 
benzooxazine where it acquires and pyirolidine , Reference 
Example 105 2) with to similar. 

title compound was acquired making use of mixture which it 
acquires, the Reference Example 105 3) with to similar. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de; 1.76- 1.81 (4 
H, m ), 2.50 - 2.70 (4 H, m ), 2.70 (2 H, d, J=6.3Hz ), 3.13 - 
3.20 (1 H, m ),3.20 - 3.40 (2 H, brs ), 3.39 - 3.43 (1 H, m ). 
3.66 (1 H, brs ), 4.1 1 - 4.21 (1 H, m ), 5.99 (1 H, d. J=2.7Hz ), 
6.03(1 H, dd, J=2.7, 8.4 Hz ), 6.64 (1 H, d, J=8.4 Hz ). 

[0231] 

Reference Example 118 

6 -amino -4- (methyl sulfonyl ) - 2 -pyrrolidinyl methyl -3, 4- 
dihydro -2H-1, 4- benzooxazine 

[Chemical Formula 186] 



title compound was acquired 6 -nitro -2- pyrrolidinyl methyl 
-3, 4- dihydro •2H-1, 4- benzooxazine and 4 it acquires with 
Reference Example 117 - (methyl sulfonyl )- making use of 6 
-nitro -2- pyrrolidinyl methyl -3, 4- dihydro -2H-1, 4- 
benzooxazine , Reference Example 105 3) with to similar. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.70 - 1.80 (4 
H, m ), 2.50 - 2.70 (4 H, m ), 2.73 (2 H, d, J=6.0Hz ), 2.95 (3 
H, s ), 3.21 -3.29 (1 H, m ), 2.80 - 3.10 (2 H, brs ), 4.10 - 4.21 
(1 H, m ), 4.26 - 4.32 (1 H, m ), 6.43 (1 H, dd, J=2.7, 8.4 Hz ), 
6.77(1 H, d, J=8.4 Hz ), 7.1 1 (1 H, d, J=2.7Hz ). 

[0232] 

Working Example 1 

N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - (4' 
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6-75/-2-(N,N-v^^JU7'5>')y^;U7^h7'J:/ 
(0 139g)fcJ:UJ 4-(4-yh=^t'7x--'l')S-tSK 
(0.118g)(D DMF 5§;S[(3inl)lC.2M HOBt 0 
DMF 5§5«(0.25nil), 2M WSCD <7) DMF 
(0.30ml) s h 'J X ^ 7 5 > (0.14ml) ti^U 
DMAP(0.132g)^*a7efco 

Sf&iaSMS-e 12 Btrellt^Lfc^. 10%^K 

!tj!l(0.124g) mtzo 
itjiS:170-175degC. 
[0233] 

4-'<l/ "/ -< -IU-N-[2-(N,N-i//^^U7'5>');'^ 
lit 188] 




xxrc 



1*^:193.196 deg C(H«b^}§«:»Kx^^U-^ 
;UH.(l,3-v:4-+V-l,3-i^tKn-2H.-<V^'>h 



-methoxy biphenyl -4- yl ) carboxamide 
[Chemical Fonnula 187] 



6 -amino -2- (N, N- dimethylamino ) methyl tetralin (0.139 
g ) and 4 - DMF solution of 2 M HOBt (0.25 ml ), DMF 
solution of2 M WSCD (0.30 ml ), triethylamine (0.14 ml ) 
and DMAP (0.132 g ) was added to DMF solution (3 ml ) of(4 
-methoxyphenyl ) benzoic acid (0.1 18 g ). 

It extracted with ethylacetate reaction mixture after 12 hours 
agitating with room temperature , including 10% aqueous 
potassium carbonate solution . 

You washed organic layer with water, and saturated saline 
after drying,concentrated 

With diethyl ether after washing, recrystallization doing 
coarse crystal which itacquires from ethylacetate -hexane , it 
acquired title compound (0.124 g ). 
melting point : 170-175 deg C, 
[0233] 

It produced compound which is stated in Working Examples 
2 and 3 below, in sameway as Working Example 1. 

Working Example 2 

4 -benzoyl -N- [2 - (N, N- dimethylamino ) methyl -6- 
[tetorariniru ] ] benzamide 
[Chemical Formula 188] 



melting point :193-196 deg C (recrystallization 
solvent :ethylacetate -hexane ). 

Working Example 3 

N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 
- (1 and 3 -di oxo -1, 3- dihydro -2H-isoindole -2- yl ) 
benzamide 
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[Chemical Fonnula 189] 



14 jia:235-240 deg C(*>^^^^^— ^^^'^?^*^)• 
[0234] 

14 



4-(^>7-<;UT5>')-N-[2-(N.N-i/y^;i'T5y) 

at 190] 




melting point :235-240 deg C (You wash with diethyl ether ). 
[0234] 

Working Example 4 

4 - (benzoyl amino ) -N- [2 - (N, N- dimethylamino ) methyl 
-6- [tetorariniru ] ] benzamide 

[Chemical Formula 190] 



6-T5y-2-(N,N-VP«5^;UT5y)>^;Ui"h7U> 
^K^(139 mg).4-/<>V/-r^U75^SmSSJ 
(121 mg), WSCD(0.13 ml). HOBt(92 mg). h'JX 
^;UT5>(0.14 ml), fccfci; DMAP(61 mg)$ 
DMF(4 m])lzJP^fro 

Runm^m^vrntom^mi^x 20 mrsmt"? 

7Kl::felt. »g|x^;u.THF(l:l)T*ttmL 
!Kg(i8l mg)^!#fco 



6 -amino -2- (N, N- dimethylamino ) methyl tetralin acetate 
(139 mg ), 4 -benzoyl amino benzoic acid (121 mg ), WSCD 
(0.13 ml ), HOBt (92 mg ), the triethylamine (0.14 ml ), and 
DMAP (61 mg ) was added to DMF (4 ml ). 

reaction mixture after 20 hours shaking , you opened to water 
with the room temperature making use of shaker , extracted 
with ethylacetate -THF (1: 1). 

You washed organic layer with water, sodium 
bicarbonate-saturated water and saturated saline afterdrying, 
concentrated. 

coarse crystal which it acquires was washed with hexane , 
title compound (181 mg )was acquired. 



mH: 241-242 




melting point : 241- 242 


« 






'.^^-^ 




Washing 


solvent 


:hexa 


[n]. 


[0235] 




[0235] 







Working Example 5 below or it produced compound which is 
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stated in 14, in thesame way as Working Example 4. 
Working Example 5 

4 - (benzyloxy ) -N- [2 - (N, N- dimethylamino ) methyl -6- 
[tetorariniru ] ] benzamide 

[Chemical Formula 191] 



135- 136 "C 




melting point : 135- 136 * 






cleaning solvent :hexane . 












Working Example 6 







ij - JU]-9-:t^ 7-9^*7 JU:!" U>-2-*;U7t?^ [torariniru ] ]- 9 -oxo -9H-fluorene -2- carboxamide 
Ut 192] [Chemical Formula 192] 



I 



JP2002003370A 

4-('<>i/;i/:t=*^->)-N-[2-(N,N-i?/^;U75>')> 
^;U-6-xh7'J-->l']'<>X75K 

Ut 191] 





melting point :224- 226 * . 









Washing 


solvent 


:hexane . 



[0236] [0236] 
Hjg^ 7 Working Example 7 



N-[2-(N,N-i/ >T ;U75>')^5^;U-6-Th7'J- N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - 9, 
;i/]-9,10,10-H'J;l-^V-9.10-i?tKP-101*-f^:d-+ 10 and 10 -trioxo -9, 10-dihydro 
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-101<sup>6</sup>-thioxanthene -3- carboxamide 
[Chemical Formula 193] 




illiS: 222-223 ^C(»«),3fejf J§J«:/s:^F"y->. 



melting point :222- 223 * (Disassembly).cleaning solvent :hexane . 

mmms 



Working Example 8 

N-VP^f';U75y)-?^5=-;U-6-f-h'7'J— ^H'OXT N- dimethylamino ) methyl -6- [tetorariniru ] ]benzamide 
5K 




14^:216-217 °C(5i^jS). 



melting point :2 16- 217 * (Disassembly). 









Washing 


solvent 


rhexane . 



[0237] [0237] 

Hflg^j 9 Working Example 9 

N-[2-(N,N- V ;^ f - ;U 7 5 / ) y 5^ ;U -6-7=- h "7 U — N- [2 - (N, N- dimethylamino ) methyl -6- [tetorariniru ] ] - 4 

jU]-4-"7x/+V^>X7£K -phenoxy benzamide 

[ lb 195] [Chemical Formula 195] 
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ltj&:137 



melting point :137 



-139 



-139 



cleaning solvent :hexane . 



Working Example 10 



Ut 196] 




[tetorariniru ] ].N<sup>4</sup>-phenyl terephthalaniide 
[Chemical Formula 196] 



|illljS:238-240 


melting point :238- 240 * (Disassembly). 








Washing 


solvent 


:hexane . 


[0238] 


[0238] 



mmmn 



Working Example 1 1 
(4- -ethyl biphenyl -4- yl ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] carboxamide 




[it 197] 



[Chemical Formula 197] 



141^:137-138 °C. 



melting point :137- 138 * . 
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cleaning solvent :hexane . 



Working Example 12 

^>U75y)y^^U-6-T'h7'J— ^U]*^U't^+'y"5K jp8 jpl 1 aniino ) methyl -6- [tetorariniru ] ]carboxamide 




il!l^:187-189 "C. 



melting point : 187- 189 * 





mm 




Washing 


solvent 


rhexane . 



[0239] 

mmm n 

(4'-T-b^^l'75/t*:7x:i;U-4-<;i/>N-[2-(N,N- 
5K 



[it 199] 




'pre 



[0239] 

Working Example 13 

(4' -acetylamino biphenyl -4- yl ) -N- [2 - CN, N- 
dimethylamino ) methyl -6- [tetorariniru ] ] carboxamide 

[Chemical Formula 199] 



14,^:183-186 °C. 



melting point: 183- 186*, 
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cleaning solvent ihexane 



Working Example 14 



-dimethylamino ) methyl -6- [tetorariniru ] ]benzamide 




[Chemical Formula 200] 



14^:174-176 ^C. 



melting point :174- 176 * , 



Washing 



mm 



solvent 



ihexane 



[0240] 

mmm is 

4-:? P ^-N-[6-[(N,N- VP4^;1/T5/)^^ 
;U>5,6,7,8--Th^tKP.2--J-3?^U-;U]^>X7 

5K 

lit 201] 



[0240] 

Working Example 15 

4 -bromo -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] benzamide 

[Chemical Formula 201] 



Br 




It acquired title compound with method which is similar to 
Working Example 1 as white powder . 



MiS: 141-143 


^0 




melting point : 141-143 


* 


(cleaning solven 


t :n- hex£ 


me ) 






m 




i5l]16 


















Truth 


Execution 


example 16 
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5,6,7,8-Th7tKn-2--f7^^^JU][l,r-e:7i^ 
lit 202] 




jjXXy^ CH, 



5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, T -biphenyl ] - 

4 -carboxamide 

[Chemical Formula 202] 



15 vmz 4-:?n^-N-[6-[(N,N-i/;«^;U 

75y)^^;^]-5,6,7,8-i^h^tK□-2-:^:7^^- 

^U]^>X75K (400 mg, 1.03 mmol) .3. 4-v 

^an7x-;i/7t?p>K (50wt% THF-H2O 5§5a, 

0.473 ml, 1.24 mmol) t^m.i'h^J'^AyKM 
jft (1.03 ml, 2.07 mmol) ^V^h+vX^^ 
50ml lC?gflSL.^K^^XhU3?x-;U7^;^3^^> 
/^^V^A (35.8 mg, 0.031 mmol) ^-g^gffl 
mTAD^. 90 deg C V 15 BtFellHf Lfco 

?§«;n-^4r-9->:it^X^;U=3:l) ICTHifL. 



4 -bromo -N- where it acquires with Working Example 15 [6 ■ 
[ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] benzamide (400 mg , 1.03 mmol ), 3 and 
4-dichlorophenyl boronic acid (50 wt% THF 
-H<sub>2</sub>Osolution , 0.473 ml , 1.24 mmol ), 2 
Nsodium carbonate aqueous solution (1.03 ml , 2.07 mmol ) 
were melted in dimethoxyethane 50ml , tetrakis triphenyl 
phosphine palladium (35.8 mg , 0.031 mmol ) 15 hourswas 
agitated with adding and 90 deg C under nitrogen 
atmosphere . 

In reaction mixture you washed with saturated saline 
including ethylacetate , afterdrying, under vacuum removed 
solvent with anhydrous magnesium sulfate . 

It acquired title compound (204 mg ) it refined residue with 
alumina column chromatography (developing solvent ;n- 
hexane :ethylacetate =3:1 ), by powdering doing with n- 



(204 mg) ^efel»5^i:LT^#fc, 


hexane as white powder 




'H-NMR (CDCI3) 6 : 1.41 (IH, m), 1.95 (2H, 
m), 2.26 (6H, s), 2.26-2.45 (3H, m), 2.83-2.99 
(3H, m), 7.10 (IH, d. J=8.1 Hz), 7.26-7.77 {8H, 
m), 7.94 (2H, d, J=8.4 Hz). 


<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1 .95 (2 H, m ), 2.26 (6 H, s ), 2.26 - 2.45 (3 H, m ), 2.83 - 
2.99(3 H, m ), 7. 10 (1 H, d, J=8.1 Hz ), 7.26 - 7.77 (8 H, m ), 
7.94(2H,d.J=8.4Hz). 




C26H26C12N2O-0.1H2O tLX 


elemental analysis values 


C26H26C12N2O*00.1 20 doing 




68.60; H, 


5.80; N,6.15. 


calculated value :C, 


68.60 ; H, 


5.80 ;N, 6.15. 


mmm-.c. 


68.42; H. 


5.60; N, 5.92. 


experimental value :C, 


68.42 ; H, 


5.60 ; N, 5.92. 




[san ]) 




[0241] 


[0241] 






Working Example 17 
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N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' -phenyl [1, 1' -biphenyl ] - 4 
-carboxamide acetate 

[Chemical Formula 203] 




arc 



mn&m 15 vmz 4-:?p=E-N-[6-[(N,N-i;/^;u 

75y)y^;i/]-5,6,7.8-TH7tKP-2-:f-7^^- 
;i/]'<>X75K (400 mg, 1.03 mmol), 4-lf'7x 
-)[,7fsO>m. (1.25 g, 1.25 mmol)^ffll\^J6 

^51) 16 tmm^Lxmmit-^i^oyzp'j-i^^^ 

(35 mg)^ ^#fco 

f|e>*tfc3''J-^*<*(30 mg)i;^9y-}l 10ml 
IN iSH 100ml ^ ttl^SIl* Lfc, 

S<b^1«!l(35.3 mg)* afet»*i:LXl#fi. 

'H-NMR (DMSO-d«, T^iJ-^*) 5: 1.32 (IH, 
m). 1.93 (2H, m), 2.15 (6H, s), 2.15-2.36 (3H, 
m), 2.74-2.94 (3H, m), 7.05 (IH, d, J=8.4 Hz), 
7.40-7.55 (5H, m), 7.73-7.91 (8H, m), 8.07 (2H, 



free base body (35 mg ) of title compound was acquired 4 
-bromo -N- where it acquireswith Working Example 15 [6 - 
( (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] benzamide (400 mg , 1 .03 mmol ), 4 
-biphenyl boronic acid making use of (1.25 g, 1.25 mmol ), 
tosimilar to Working Example 16. 

It melted free base body (30 mg ) which it acquires in 
methanol 10ml and itagitated including 1 Nhydrochloric acid 
100ml . 

It concentrated reaction mixture and powdering did with 
diethyl ether and itacquired title compound (35.3 mg ) as 
white powder . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub>, free base );de: 
1 .32 (1 H, m ), 1.93 (2 H, m ), 2.15 (6 H, s ), 2.15 - 2.36 (3 H, 
m ), 2.74 - 2.94(3 H, m ), 7.05 (1 H, d, J=8.4 Hz ), 7.40 - 7.55 
(5 H. m ). 7.73 - 7.91 (8 H, m ), 8.07 (2 H, d, J=8.4 Hz ), 
10.14 (lH,s). 





C32H32N20'HC1 -21120 tLX 


elemental analysis values 


C32H32N20*HC1*2H20 doing 




f+^fit:C, 


72.10; 


H, 7.00; 


N, 5.25. 


calculated value :C, 


72.10 ; 


H, 7.00; 


N, 5.25. 




71.81; 


H, 6.57; 


N, 5.08. 


experimental value :C, 


71.81 ; 


H, 6.57; 


N, 5.08. 


i/X^^l/X-x^l/) 

mmm 18 


diethyl ether ) 
Working Example 18 





N-[6-[(N,N-i^>^^U75y);'^;U]-5,6,7,8-xh7 
tKP-2--J-7^U-;i/]-2'-yh^*>tl.l'-t*'?^- 
Jl.]-4-*;i/7tC+-9-5K 



N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 2' -methoxy [1,1' -biphenyl ] 
4 -carboxamide 
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[<b204] 


[Chemical Formula 204] 






HJS^J 15 T'#fc 4-:fa^-N-[6-[(N,N-vy^^u 
7'5>')>f-;U]-5.6,7,8-xh^tKn-2--^-7$U- 
;U]^>XT5K (250 mg, 0.645 mmol) 2-^^+ 
v:7x:::;U7Ko>® (118 mg,0.775 nimol)$ffl 

L^.^^6«9 16 tmm<oy3mvmmit^m20i 

ing)$afet»5l5i:L-C^fc. 


It acquired title compound (208 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N> 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ) 2 
-methoxyphenyl boronic acid making use of (1 18 mg , 0.775 
nmiol ), as white powder . 


'H-NMR (CDCI3) 5: 1.42 (IH, m), 1.96 (2H, 
m), 2.23 (6H, s), 2.23-2.47 (3H, m), 2.85 (3H, 
m), 3.83 (3H, s), 7.05 (3H, m), 7.34 (3H, m), 7.47 

flTJ c\ 7 /14 A 1—SIAX4t\ 7 70 /'IH c^ 7 Oft 

\^iri, sj, / ,oh \-i.ri, Q, J— o.H rizj, /./y v-^rij sj, 
(2H, d, J=8.4 Hz). 


<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.42(1 H, 
m ), 1.96 (2 H, m ), 2.23 (6 H, s ), 2.23 - 2.47 (3 H, m ), 2.85 
(3 H, m ). 3.83(3 H. s ), 7.05 (3 H, m ), 7.34 (3 H, m ), 7.47 (1 

J=8.4 Hz ). 




C27H30N2O2'0.1H2O tLX 


elemental analysis values 


C27H30N2O2*00.1 20 doing 


tinm-.c. 


77.89; H, 7.31; N, 6.73. 


calculated value :C, 


77.89 ;H, 7.31 ;N, 6.73. 


mmm-.c. 


77.86; H, 7.18; N, 6.79. 


experimental value :C, 


77.86 ;H, 7.18; N, 6.79. 




[san]) 


[0242] 


[0242] 


mmm 19 


worKing example ly 


N-[6-[(N,N-v^^;i/75>')-/^;U]-5,6,7,8-xh7 

tKP-2.-f:7^b-yuK-;l-^v[i,r-e7x^ 


' N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' -oxy [1,1' -biphenyl ] - 4 
-carboxamide sodium salt 


[<b 205] 


[Chemical Foraiula 205] 
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m^m 15 x-ntz 4-:? p^-n-[6-[(n,n-vp'^;1/ 
T5/);«f-;i']-5,6,7,8-f-K7tKn-2--t:7^U- 
jUl^OXTSK (250 mg, 0.645 mmol), 4-tKP 
^i/7xz:;U7KP>K (107 mg, 0.775 mmol)* 

miKmmi i6 tmm(Di5)iiX'mmit^i/iii 

(117 mg)^efel»*tLTllfc. 

'H-NMR (DMSO-de) 6 : 1.36 (IH, m), 1.89 
(2H, m), 2.15 (6H, s), 2.15-2.35(3H, m), 2.77 
(3H, m), 6.88 (2H, d, J=8.4 Hz), 7.02 (IH, d, 
J=8.4 Hz),7.48 (IH, d. J=8.4 Hz), 7.53 (IH, s). 
7.59 (2H, d, J=8.4 Hz), 7.73 (2H,d. J=8.4 Hz), 
8.00 (2H, d, J=8.4 Hz), 10.07 (IH, s). 



It acquired title compound (1 17 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 4 
-hydroxyphenyl boronic acid making use of (107 mg , 0.775 
mmol ), as white powder . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.36 (1 
H, m ), 1.89 (2 H, m), 2.15 (6H, s ), 2.15 - 2.35 (3 H, m), 
2.77 (3 H, m ), 6.88(2 H, d, J=8.4 Hz ), 7.02 (1 H, d, J=8.4 
Hz ), 7.48 (1 H, d, J=8.4 Hz ), 7.53 (1 H, s ), 7.59 (2 H, d, 
J=8.4 Hz ), 7.73 (2 H, d, J=8.4 Hz ), 8.00 (2 H, d, J=8.4 Hz ), 
10.07 (1 H, s ). 





C26H27N2O2Na'0.2H2O tlX 


elemental analysis values 


C26H27N2O2Na*0.2H2O doing 


ft^filiC. 


73.29; 


H, 6.48; N, 6.59. 


calculated value :C, 


73.29 ; 


H, 6.48; N, 6.59. 




73.25; 


H, 6.18; N, 6.36. 


experimental value :C, 


73.25 ; 


H, 6.1 8; N, 6.36. 


^;UX-T-;U) 

mmm2o 


jp8 jpll ether) 
Working Example 2 0 





N-[6-[(N,N-i>.?«^;U75/)/^;U]-5,6,7,8-xh^ 

tKP-2-±7^b--;u]-4'-7hx;u5;i/[i,i'-e7x^ 

;U]-4-*/U7t<4F-y-5h* 
[^b 206] 



N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' -formyl [1,1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 206] 



I 



N 

I 



15 Vntz 4-:?P^-N-[6-[(N,N.vy5^;U 
T5y)^^Jl/]-5,6,7,8-TK7tKa-2.-^-7^b- 
)l]^yXTZ\^ (250 mg, 0.645 mmol). 4-7t^;U5 
;U7x-;U7t?P>K (145 mg, 0.968 mml)$ffl 

i^sUmm 16 t^m(Di5mvmmit^^(205 

mg)*Sfe*»*iLT»fco 

*H-NMR (CDCb) 6 :1.41 (IH, m), 1.95 (2H, 
m), 2.26 (6H, s), 2.26-2.42 (3H, m), 2.85-2.94 



It acquired title compound (205 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 4 -formyl 
phenylboronic acid making use of (145 mg , 0.968 mml ), as 
white powder . 

<sup>l</sup>H-ninr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1.95 (2 H. m ), 2.26 (6 H, s ), 2.26 - 2.42 (3 H, m ), 2.85 ■ 
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(3H, m), 7.09 (2H, d, J=8.1 Hz), 7.32 (IH. d, 
J=8.4 Hz), 7.47 (IH. m), 7.63-7.94 (3H, m). 



2.94(3 H, m ), 7.09 (2 H, d, J=8.1 Hz ), 7.32 (1 H, d, J=8.4 
Hz ), 7.47 (1 H, m ), 7.63 - 7.94 (3 H, m ), 7.87 - 7.99 (4 H, 



7.87-7.99 (4H, m), 8.13 (IH, s). 10.1 1 (IH, s). 


m), 8.13(1 H,s), 10.11 (1 H, s). 






C27H28N2O2-0.2H2O tLX 


elemental analysis values 


C27H28N2O2*0.2H2O doing 




77.93; H, 6.88; 


N, 6.73. 


calculated value :C, 


77.93 ; H, 6.88; 


N, 6.73. 


mmm-.c. 


77.89; H, 6.75; 


N, 6.71. 


experimental value :C, 


77.89 ; H, 6.75; 


N, 6.71. 


[0243] 


jp8jpll ether) 
[0243] 

Working Example 2 1 





N-[6-[(N,N-VJ><^;UT5/)y^;U]-5,6,7,8-7'h7 
ilh'0-2--)-Z;^ly — )[^ ]-4'-( t K P ^ > 5^ 

;u)[i , r-if 7x:i;i/]-4-*;U7t?4F-9-5 K 

lit 207] 



N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' - (hydroxymethyl ) [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 207] 




-..^iM- . (100 mg, 

0.242 mmol) ^ xh^t KP77>-^^/ — -lU 

(i:i)j§;i! (2.4 mi)izmmL.7Kmitt^'^m-)-h 

'J'^A (18.3 mg, 0.485 mmol) ^*Pjl,2^Hlg 

s^$x-x;^-n-'^=^■b■>l^J:y^»5^5^bL, a 

S^b^1^!l(86 mg) ^&^mMtLXmz. 

'H-NMR (CDCI3) (5: 1.39 (IH, m), 1.94 (2H, 
m), 2.25 (6H, s), 2.25-2.44 (3H, m), 2.82-2.95 
(3H, m), 4.78 (2H, s), 7.07 (IH, d. J=8.4 Hz), 
7.31 (IH, d, J=8.4 Hz), 7.38-7.56 (4H, m), 
7.64-7.70 (3H, m), 7.85 (IH, s). 7.93 (2H. d, 

T_0 A TT^N 



N- which is acquired with Working Example 2 0 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] - 4' -formyl [1, T -biphenyl ] - 4-carboxamide 
it mehed (100 mg , 0.242 mmol ) in tetrahydrofiiran 
-methanol (1:1) solution (2.4 ml ), 2 hours it 
agitatedincluding sodium borohydride (18.3 mg , 0.485 
mmol ). 

In reaction mixture you washed with saturated saline 
including ethylacetate , afterdrying, under vacuum removed 
solvent with anhydrous magnesium sulfate . 

powdering it did residue with ether -n- hexane , it acquired 
title compound (86 mg ) as white powder . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.39(1 H, 
m ), 1.94 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.44 (3 H, m ), 2.82 - 
2.95(3 H, m ), 4.78 (2 H, s ), 7.07 (1 H, d, J=8.4 Hz ), 7,31 (1 
H, d, J=8.4 Hz ), 7.38 - 7.56 (4 H, m ), 7.64 - 7.70 (3 H, m ), 
7.85(1 H, s ), 7.93 (2 H, d, J=8.4 Hz ). 
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C27H30N2O2 


•0.2H2O t 




X 


elemental analysis values 


C27H30N2O2 


* 0.2 H20 


* 


mnm-.c. 


77.56; 


H, 


7.33; 


N, 


6.70. 


calculated value :C, 


77.56; 


H, 


7.33 ; 


N, 


6.70 . 


m 




mm 


m 


:C, 


77.53; 


H. 


7.27; 


N, 


6.55. 


Truth 


Isao value 


Value 


:C, 


77.53 ; 


H, 


7.27; 


N, 


6.55. 



N-[6-[(N,N-v>5^;U75y)y^;i']-5,6,7,8-xh7 

tKP-2-:^:7^b-;^]-4•-':fptfJ^[l,l'-t^7I- 
[^k 208] 



'IjjCO^ CH, 



jp8 jpll ether) 
Working Example 2 2 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrabydro -2- naphthalenyl ] - 4' -propyl [1,1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 208] 



H3C 



N-[(6-7S>'-l,2,3,4-xh7tKP-2--^77^'U->/U) 
>5^;i/]-N,N-i?^f^;i/7 5> (102 mg,0.499 
mmol).4-(4-3^Pe;U)$mSK (144 mg,0.599 

mmoi)$fflt\ mMfm 1 t.w^<i>-n'ik-ri^mc 
^!|«!i(i58 mg)$afe^»*iL■c^lf=, 

'H-NMR (CDCI3) 6 : 0.98 (3H, t, J=7.5 Hz), 
1.40 (IH, m), 1.69 (2H, m), 1.94 (2H, m), 2.25 
(6H, s), 2.25-2.45 (3H, m), 2.64 (2H, t, J=7.5 
Hz), 2.85 (3H, m), 7.08 (IH, d, J=7.8 Hz), 7.26 
(3H, m), 7.46 (IH, s), 7.54 (2H, d, J=8.1 Hz), 
7.67 (2H, d, J=8.1 Hz), 7.81 (IH, s), 7.91 (2H, d, 
J=8.4Hz). 



N- [ (6 -amino -1, 2, 3, 4- tetrahydro -2- naphthalenyl ) 
methyl ] -N, N- dimethyl amine (102 mg , 0.499 mmol ), 4 - 
making use of (4 -propyl ) benzoic acid (144 mg , 0.599 
mmol ), it acquired title compound (158 mg ) with method 
which is similar to Working Exanq)le 1 as the white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 0.98 (3 H, t, 
J=7.5 Hz ), 1.40 (1 H, m ), 1.69 (2 H, m ), 1.94 (2 H, m ), 2.25 
(6 H, s ), 2.25 - 2.45(3 H, m ), 2.64 (2 H, t, J=7.5 Hz ), 2.85 (3 
H, m ), 7.08 (1 H, d, J=7.8 Hz ), 7.26 (3 H, m ), 7.46 (1 H, s ), 
7.54 (2 H, d, J=8.1 Hz ), 7.67 (2 H, d, J=8.1 Hz ),7.81 (1 H, 
s),7.91(2H,d,J=8.4Hz). 





C29H34N20 tLT 




elemental analysis values 


C29H34N20 doing 


a+Sfil:C, 


81.65; H. 8.03; 


N. 


6.57. 


calculated value :C, 


81.65 ;H, 8.03; 


N, 


6.57. 
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ll@l{i:C, 


81 30- H. 7.94: 


N 


6.40. 


experimental value :C, 


81.30 ;H. 7.94; 


N. 


6.40. 




jpSjpll ether) 






[0244] 


[0244] 








Working Example 2 3 







4-:?n^-2-'5'aP-N-[6-[(N,N-i/>^;UT5>')^< 
^;U]-5,6,7.8-ThvtKP-2-:^7^U-;i/]'<>X 
75K 



4 -bromo -2- chloro -N- [6 - [ (N, N- dimethylamino ) 
methyl ] - S, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] 
benzamide 



CI 0 («*W^N 



[-lb 209] 



[Chemical Formula 209] 



N-[{6-75y-l,2,3,4-xH7tKn-2--^7^U-;U) 
y^;U]-N,N-v./5';U75> (300 mg, 1.47 
mmol),4-::?Q^-2-'j70n$ll§K (415 mg, 
1.76 mmol)$ffl^^^ 1 
li<b^ia(483 mg)$efet»*tLT^#fc, 

'H-NMR (CDCI3) (5:1.40 (IH, m), 1.94 (2H, 
m), 2.25 (6H, s), 2.25-2.44 (3H, m), 2.94 (3H, 
m), 7.08 (IH, d, J=8.4 Hz), 7.28 (IH, m), 7.41 
(IH, s),7.50 (IH, m), 7.61 (2H, m), 7.81 (IH, s). 

Ttm^tam CzoHziBrClNjO tLX 



N- [ (6 -amino -1, 2, 3, 4- tetrahydro -2- naphthalenyl ) 
methyl ] -N, N- dimethyl amine (300 mg , 1.47 mmol ), 4 
-bromo -2- chloro benzoic acid making use of (415 mg , 1.76 
mmol ), it acquired the title compound (483 mg ) with method 
which is similar to Working Example 1 as white powder . 

<sup>l</sup>H-nnir(CDCI<sub>3</sub>);de: 1.40(1 H, 
m ), 1.94 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.44 (3 H, m ). 2.94 
(3 H, m ), 7.08(1 H, d, J=8.4 Hz ), 7.28 (1 H, m ), 7.41 (1 H, 
s ), 7.50 (1 H, m ), 7.61 (2 H, m ), 7.81 (1 H, s ). 

elemental analysis values 

C<sub>20</sub>H<sub>22</sub>BrClN<sub>2</sub>O 
doing 



f+^fil:C. 


56.96; 


H, 


5.26; 


N, 


6.64. 


calculated value :C, 


56.96 ; 


H, 


5.26; 


N, 


6.64. 


m 






m 


:C, 


57.09; 


H, 


5.37; 


N, 


6.55. 


Truth 


Isao value 


Value 


:C, 


57.09 ; 


H. 


5.37; 


N, 


6.55. 



mmm 24 

4-Zfa=E -N-[6-[(N,N- vy5^;U75y)>^ 
;U]-5,6,7,8-xK7t KP-2--^:7^ ^-;i/]-2-y^;U 



[san ]) 

Working Example 2 4 

4 -bromo -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] - 2 -methylbenzamide 



[it 210] 



[Chemical Formula 210] 
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CH, 0 



CH, 



Br 



N-t(6-75y-l,2,3,4-xh7tKP-2-:^7^U-;i') 
pi^;U]-N,N-i?/^;i'T5> (293 mg, 1.43 
inmol).4-::''n^-2-/^;USE#^ (370 mg, 
1.72 tnmol)^ffll\ HJS^J 1 tmi^(Dlj',iit:B. 
iHb^tl(418 mg)^&^^^tLX^tzo 

'H-NMR (CDCI3) 5: 1.40 (IH, m), 2.04 (2H, 
m), 2.25 (6H, s), 2.25-2.40 (3H, m), 2.46 (3H, s), 
2.88 (3H. m), 7.07 (IH, d, J=7.8 Hz), 7.21-7.41 



N- [ (6 -amino -1, 2, 3, 4- tetrahydro -2- naphthalenyl ) 
methyl ] -N, N- dimethyl amine (293 mg , 1 .43 mmol ), 4 
-bromo -2- methyl benzoic acid making use of (370 mg , 1 .72 
mmol ), it acquired the title compound (418 mg ) with method 
which is similar to Working Example 1 as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.40(1 H, 
m ), 2.04 (2 H. m ), 2.25 (6 H, s ), 2.25 - 2.40 (3 H, m ), 2.46 
(3 H, s ), 2.88(3 H, m ), 7.07 (1 H, d, J=7.8 Hz ), 7.21 - 7.41 

(6 H, m ). 





C21H25BrN20 t 






elemental analysis values 


C21H25BrN20 






6.98. 


6.98. 





lie^fil:C. 63.10; H, 6.1 1;N, 6.97. 

140-142 deg C (i^S1bjS!«:KKx^;i/- 

[0245] 

m^m 25 

4-:fo=E -N-[6-[(N,N- iJ^t^^yuTsy)^^ 

;U]-5,6,7,8-Th^tKa-2--J-7$iU-;i/]-3-^^^l' 



experimental value :C, 63.10; H, 6.1 1; N, 6.97. 

melting point : 140-142 deg C (crystallization 
solvent :ethylacetate -hexane ) 

[0245] 

Working Example 2 5 

4 -bromo -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] - 3 -methylbenzamide 



jCCT 



Br 

Mb 211] 



[Chemical Formula 21 1] 



N-[(6-75/-l,2,3,4-xK^tKa-2--t7^U-;U) 
;t^;U]-N,N-v/^JU75> (300 mg, 1.47 
mmol). 4-^a^-3-y^;uamSK (379 
mg,1.76 mmol)^ fflt\ HJfifiH 1 tmipk(0l5^ 
•egfi<b^«!l(434 mg)$efet»*i:LTl#fc. 

'H-NMR (CDCI3) S : 1.40 (IH, m), 1.93 (2H, 
m), 2.25 (6H. s), 2.25-2.40 (3H, m), 2.46 (3H, s), 
2.87 (3H. m), 7.07 (IH. d, J=7.8 Hz). 7.29 (IH, 
m), 7.40 (IH, s), 7.49 (IH. m), 7.61 (IH. d, J=8.1 
Hz). 7.72 (2H, s-like). 



N- [ (6 -amino -1, 2, 3, 4- tetrahydro -2- naphthalenyl ) 
methyl ] -N, N- dimethyl amine (300 mg , 1.47 mmol ), 4 
-bromo -3- methyl benzoic acid making use of (379 mg , 1.76 
mmol ). it acquired the title compound (434 mg ) with method 
which is similar to Working Example 1 as white powder . 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.40(1 H, 
m ), 1.93 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.40 (3 H, m ), 2.46 
(3 H, s ), 2.87(3 H, m ), 7.07 (1 H, d, J=7.8 Hz ), 7.29 (1 H, 
m ), 7.40 (1 H, s ), 7.49 (1 H, m ), 7.61 (1 H. d. J=8.1 Hz ), 
7.72 (2 H, s-like ). 
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C21H25BrN20 tLX 




elemental analysis values 


C21H25BrN20 doing 


tt^fllrC, 


62.85; H, 6.28; 


N. 


6.98. 


calculated value :C, 


62.85 ; H, 6.28; 


N, 


6.98. 


mmm-.c. 


62.84; H, 6.05; 


N, 


6.93. 


experimental value :C, 


62.84 ; H, 6.05; 


N. 


6.93. 



mum 26 

3,4'- i/ ^ a □ -N-[6-[(N,N- i/p«f-;UT5y)>^ 
;U]-5.6,7,8-xh7tKP-2-:^-7^'b-;U][l,r-t*7 

i-;u]-4-*;i/7t?+-9-5K 

[^k212] 




[san ]) 

Working Example 2 6 

3, 4' -dichloro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 212] 



mum 23 Vmz 4-:^P^-2-<7Pa-N-[6-[(N,N- 
i/>^;U75/);tf^;U]-5,6,7,8-T-h-7th*P-2--f 
■7$U— ;U]'<>X75K (250 mg, 0.607 mmol). 
4-^aoyjL-)l7\iai^M (114 mg, 0.729 

^b^!|«!l(122 mg)^efet»*tL•C^#fco 

'H-NMR (CDClj) d:1.41 (IH, m), 1.95 (2H, 
m), 2.26 (6H, s), 2.26-2.42 (3H, m), 2.85 (3H, 
m), 7.10 (IH, d, J=8.4 Hz), 7.31 (IH, m), 
7.43-7.63 (8H, m), 7.87 (IH, d, J=8.1 Hz). 



It acquired title compound (122 mg ) with method which is 
similar to Working Example 16 4 -bromo -2- chloro -N- 
where it acquires with Working Example 2 3 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.607 mmol ), 4 
-chlorophenyl boronic acid making use of (1 14 mg , 0.729 
mmol ), as white powder . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.41 (1 H, 
m ), 1 .95 (2 H, m ), 2.26 (6 H, s ), 2.26 - 2.42 (3 H, m ), 2.85 
(3 H, m ), 7.10(1 H, d, J=8.4 Hz ), 7.31 (1 H, m ), 7.43 - 7.63 
(8 H, m ), 7.87 (1 H, d, J=8.1 Hz ). 





C26H26CI2N20 tLX 


elemental analysis values 


C26H26CI2N20 doing 


tt^fil:C, 


68.87; H, 


5.78; N, 


6.18. 


calculated value :C, 


68,87 ; H, 


5.78 ; N, 


6.18 . 


mmm-.c. 


68.61; H, 


5.49; N, 


6.10. 
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experimental value :C, 


68.61 ;H, 


5.49 ;N, 


6.10. 



[0246] 

4'-^aa -N-[6-[(N,N- i/>^;i/75>').?'^ 
;u]-5,6,7,8-xh^tKP-2-:J-7^U-;U]-3-y^;i/ 
[i,r-if7i-;i/]-4-*;u/t?^-9-sK 



[0246] 

Working Example 2 7 

4' -chloro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] - 3 -methyl [1, 1' 
-biphenyl ] - 4 -carboxamide 




a 

nb213] 



[Chemical Formula 213] 



mmm 24 vmtz 4-^^ □^-N-[6-[(N,N-i?^^;u 

75y)P«^;U]-5,6,7,8-xh7tKP-2--^-7$'U'- 
;i/]-2-y^;U'<>X75h* (250 mg, 0.623 
mmol). 4-'j7Pn'7xn;i/7t?P>K (117 mg, 
0.747 mmol)$fflL\ MMM 16 tm^<Dlj'AX' 

SS^b^1«!l(129 mg)* fifeta^tLriifco 

'H-NMR (CDClj) 6 : 1.42 (IH, m), 1.96 (2H, 
m), 2.37 (6H, s), 2.37-2.47 (3H, m), 2.56 (3H, s), 
2.90 (3H, m), 7.08 (IH, d, J=8.1 Hz), 7.26 (IH, 
m), 7.41 (6H, m), 7.53 (3H, m). 

Ttm^iSi^ C27H29C1N20-H20 tL 

X 

ti-»fil:C, 71.90; H, 6.93; N, 6.21. 
||gHg:C, 71.92; H, 6.52; N, 5.92. 
gUljt: 163-165 deg C (l|g^ibm!«:WKx^;U- 

4'- P P -N-[6-[(N,N- i?/^;U75y)P'^ 
;U]-5,6,7,8-Th7tKP-2--f7^U-;U]-2->^;U 
[1,1 •-e-7x:=.;U]-4-*;U7K+-9-5K 

C^b 214] 



It acquired title compound (129 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 2 4 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] - 2 -methylbenzamide (250 mg , 0.623 nunol ), 
4 -chlorophenyl boronic acid making use of (1 17 mg , 0.747 
mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.42 (1 H, 
m ). 1.96 (2 H, m ), 2.37 (6 H, s ), 2.37 - 2.47 (3 H, m ), 2.56 
(3 H, s ), 2.90(3 H, m ), 7.08 (1 H, d, J=8.1 Hz ), 7.26 (1 H, 
m),7.41 (6H,m), 7.53 (3 H,m). 

elemental analysis values 

C<sub>27</sub>H<sub>29</sub>ClN<sub>2</sub>0*H<sub>2</sub>0 
doing 

calculated value :C, 71.90; H, 6.93; N, 6.21. 
experimental value :C, 71.92; H, 6.52; N, 5.92. 
melting point : 163-165 deg C (crystallization 



solvent :ethylacetate -diethyl ether ) 
Working Example 2 8 

4' -chloro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] - 2 -methyl [1,1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 214] 
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Ute^ 25 -Q'mz 4-:?Q^-N-[6-[(N,N-*:/>f^;U 
75>')>5'7l/]-5,6,7.8-xh^t:KP-2-:>-7^U- 
;U]-3-y^;i/^>X7 5K (250 mg, 0.623 
nunol). 4-<7aP7x^;U/ttn>K (117 mg. 
0.747 mmol)*fflt\ Sl«5fl!l 16 t^ttO^Jtl? 
affi<b^tl{168 mg)*efet»5(5tLt:|#fc. 

'H-NMR (CDCI3) 6: 1.41 (IH, m), 1.95 (2H, 
m), 2.26 (6H, s), 2.24-2.42 (3H, m), 2.33 (3H, s), 
2.85 (3H, m), 7.09 (IH, d, J=8.4 Hz), 7.26 (4H, 
m), 7.43 (3H, m), 7.73 (3H, m). 



It acquired title compound (168 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 2 5 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] - 3 -methylbenzamide (250 mg , 0.623 mmol ), 
4 -chlorophenyl boronic acid making use of (1 17 mg , 0.747 
mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1.95 (2 H, m ). 2.26 (6 H, s ), 2.24 - 2.42 (3 H, m ), 2.33 
(3 H, s ), 2.85(3 H, m ), 7.09 (1 H, d, J=8.4 Hz ), 7.26 (4 H, 
m), 7.43 (3 H,m). 7.73 (3 H,m). 





C27H29ClN2O'0.2H2O tLX 


elemental analysis values 


C27H29ClN2O*0.2H2O doing 


St^fil:C, 


74.28; H, 6.79; N, 


6.42. 


calculated value :C, 


74.28 ; H, 6.79; N, 


6.42. 


IIS^M:C. 


74.27; H, 6.73; N, 


6.27. 


experimental value :C, 


74.27 ; H, 6.73; N, 


6.27. 




jpSjpll ether) 




[0247] 


[0247] 




^«S^J29 


Working Example 2 9 




N-[6-[(N,N-vy^;U75>')./^;U]-5,6,7,8-i^h^ 

t K p -2- 7 u - ;u ]-4'-( h U 7 ;u □ .?< ^ 

;U)[l,l'-e7i-^U]-4-*;U7K+-b-5K 


N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' - (trifluoromethyl ) [1, 1' 
-biphenyl ] - 4 -carboxamide 


[<b215] 


[Chemical Formula 215] 






m^m 15 vmtz 4-:?a^.N-[6-[(N,N-i;>^;u 



It acquired title compound (194 mg ) with method which is 
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T5/)^5'W,6,7,8-Th7tKn-2--f7^U- 
;U]^>XT5K (250 mg, 0.645 mmol)s 4-h'J:7 

)Vta^j-)i-pjL-}i7f^a:^m (147 mg, 0.775 

inmol)*fflL\IIJ6fflI 16 i:l^^(7)^5£T?aa 
<b^!t«5(194 mg)$efet»*<!:L"C^#f=o 

'H-NMR (CDCI3) 6: 1.41 (IH, m), 1.95 (2H, 
m), 2.25 (6H, s), 2.25-2.45 (3H, m). 2.89 (3H, 
m), 7.09 (IH, d, J=8.1 Hz), 7.31 (IH, d, J=8.1 
Hz), 7.46 (IH, s), 7.70 (6H, m), 7.80 (IH, m), 
7.96(2H,d,J=8.4Hz). 



similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 4 
-trifluoromethyl phenylboronic acid making use of (147 mg , 
0.775 mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1.95 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.45 (3 H, m ), 2.89 
(3 H, m), 7.09(1 H, d, J=8.1 Hz), 7.31 (1 H, d, J=8.1 Hz), 
7.46 (1 H, s ), 7.70 (6 H, m ), 7.80 (1 H, m ), 7.96 (2 H, d, 
J=8.4Hz). 





C27H27F3N20 tLX 




elemental analysis values 


C27H27F3N20 doing 


tmm-.c. 


71.66; 


H, 6.01; 


N. 


6.19. 


calculated value :C, 


71.66; 


H, 6.01; 


N, 


6.19. 




71.44; 


H, 6.05; 


N, 


6.09. 


experimental value :C, 


71.44 ; 


H, 6.05; 


N, 


6.09. 



N-[6-[(N,N-i/.?«^;i/75>')-^5^^]-5,6,7,8-xh7 
tKn.2--J-7^l/-;t']-4-(3-tf'ji?-/U)'<>XT 
5K 

nb216] 




[sopuropirueeteru ]) 
Working Example 30 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4 - (3 -pyridinyl ) benzamide 

[Chemical Formula 216] 



Ute^M 15 4-:f P^-N-[6-[(N,N-i^y^-/U 

75>')J« T Jl']-5,6,7,8-x h7 1 K □ -2-i-y ^\y- 
;U]^>XT5K (250 mg, 0.645 mmol)v 2-(3-hf 
>)i»l)-lX2r'yt^-^7n>)i-:y (126 mg, 0.775 
mmol)^ffltV^ffi^] 16 tm^<D:^^X'm^ 
1b^1«!l(194 mg)^&&m^tLXmtzo 

•H-NMR (CDCI3) 8 : 1.41 (IH, m), 1.95 (2H, 
m), 2.26 (6H, s). 2.26-2.42 (3H, m), 2.85 (3H. 
m), 7.09 (IH, d, J=7.8 Hz), 7.30-7.47 (3H, m), 
7.69 (2H, d, J=8.4 Hz), 7.86-7.99 (4H, m), 8.64 



It acquired title compound (194 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 2 - (3 
-pyridyl ) - 1,3 and 2, - making use of [jiokisaborinan ] (126 
mg , 0.775 mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1.95 (2 H, m ), 2.26 (6 H, s ), 2.26 - 2.42 (3 H, m ), 2.85 
(3 H, m ), 7.09(1 H, d, J=7.8 Hz ), 7.30 - 7.47 (3 H, m ), 7.69 
(2 H, d, J=8.4 Hz ), 7.86 - 7.99 (4 H, m ), 8.64 (1 H, m ), 8.87 
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(lH,m).8.87(lH,m). 


(lH.m). 






C25H27N3O-0.1H2O tLX 


elemental analysis values 


C25H27N3O*00.1 20 doing 


ttlHi£:C, 


77.53; 


H. 7.08; N, 10.85. 


calculated value :C, 


77.53 ; 


H, 7.08; N, 10.85. 




77.42; 


H,7.05;N. 10.58. 


experimental value :C, 


77.42 ; 


H, 7.05; N, 10.58. 


[0248] 


[sopuropirueeteni ]) 
[0248] 





mmm 31 

N-[6-[(N,N-i/P«^;UT5>')>5^yi/]-5,6,7,8-xh7 

tKP-2-■^-7^|^-/UH•-[(^•'J:7;^^^□T■tr^ 

;U)T5/][l,l'-tf:7i::iJU]-4-*;U7|?+-9-5K 

nt2i7] 




Working Example 31 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4* - [ (trifluoroacetyl ) amino ] 
[1, r -biphenyl ] - 4 -carboxamide 

[Chemical Fonnula 217] 



15 vmtz 4-:^P^-N-[6-[(N,N-v;<5^^U 
75>')y5";U]-5,6,7,8-Th^tKP-2-:f:7^b- 

;U]K>X7SK(1.00g.2.58mmol). 4-h^)y)l^t 
□7-bhT5K:7xii;U7t?P>K (722 mg, 3.10 

mmo\)^mi\mt^m 16 tf^moymvM 



^H-NMR (CDCI3) (5:1.41 (IH, m), 2.05 (2H. 
m), 2.26 (6H, s), 2.26-2.42 (3H, m), 2.89 (3H, 
m), 7.09 (IH. d, J=8.4 Hz), 7.29 (2H, m), 7.46 
(IH, s),7.69 {7H, m). 7.94 (2H, d, J-8.1 Hz). 



It acquired title compound (1.02 g ) with method which is 
similar to Working Example 1 6 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (1.00 g, 2.58mmol ), 4 -trifluoro 
acetamide phenylboronic acid making use of (722 mg , 3.10 
mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 2.05 (2 H, m ), 2.26 (6 H, s ), 2.26 - 2.42 (3 H, m ), 2.89 
(3 H, m ). 7.09(1 H, d, J=8.4 Hz ), 7.29 (2 H, m ). 7.46 (1 H, 
s ), 7.69 (7 H, m ), 7.94 (2 H, d, J-8.1 Hz ). 





C28H28F3N302 tLX 


elemental analysis values 


C28H28F3N302 doing 


f+3tfil:C. 


67.87; H, 5.70; N, 


8.48. 
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calculated value :C, 


67.87 ; H, 5.70; N, 


8.48. 


mmm-.c, 


67.70; H,5.53;N, 


8.42. 


experimental value :C, 


67.70 ;H, 5.53; N, 


8.42. 



32 

N-[6-[(N,N-i;.?<5=-;UT5>')>5=-;U]-5,6,7,8-Th7 
tKP-2--^:7^U-;U]-4'-(4,4-":/->'5^;U-4,5-i?t 

K o -1,3. ;i- ^ +)- 7 - ;u -2- ;u tf 3? I - 

;U]-4-*;U;t?^«F-9-5h* 



[sopuropirueeteru ]) 
Working Example 32 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' - (4 and 4 -dimethyl -4, 
5-dihydro -1,3- oxazole -2- yl ) [1, 1' -biphenyl ] - 4 
-carboxamide 




mmm is xmtz 4-:?n^-N-[6-[(N,N-i?^^;u 

T5/)>5';i/]-5,6,7,8-xh7tKP-2--^7^b- 
^UJ'^^XTSK (250 mg, 0.645 mmol).4-(4, 4- 

i;/5^<;u-4,5-vtKP-i,3-^+-y-V'-;i'-2-<;u) 

:7x;i;U7KP>^(170 mg, 0.775mmol)^ffll\ 

mmm le mmaiy5}ix'mmit'^%i23i mg) 

'H-NMR (CDCI3) 5: 1.41 (7H, m), 1.94 (2H, 
m), 2.25 (6H, s), 2.25-2.41 (3H, m), 2.84 (3H, 
m), 4.14 (2H, s), 7.08 (IH, d, J=7.8 Hz), 7.30 
(IH, m), 7.46 (IH, s), 7.68 (5H, m), 7.94 (2H, d, 
J=8.4 Hz), 8.03 (2H, d, J=8.4Hz). 



It acquired title compound (238 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 4 - 
makinguse of (4 and 4 -dimethyl -4, 5-dihydro -1, 3- oxazole 
-2- yl ) phenylboronic acid (170 mg , 0.775mmol ), as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (7 H, 
m ), 1 .94 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.41 (3 H, m ), 2.84 
(3 H, m ), 4.14(2 H, s ), 7.08 (1 H, d, J=7.8 Hz ), 7.30 (1 H, 
m ), 7.46 (1 H, s ), 7.68 (5 H, m ), 7.94 (2 H, d, J=8.4 Hz ), 
8.03 (2H,d, J=8.4Hz). 





C31H35N3O2-0.2H2O tLX 


elemental analysis values 


C31H35N3O2*0.2H2O doing 


tmm-.c, 


76.74; H, 7.35; 


N, 8.66. 


calculated value :C, 


76.74 ; H, 7.35; 


N, 8.66. 


mmm-.c, 


76.70; H, 7.19; 


N. 8.49. 


experimental value :C, 


76.70 ;H, 7.19; 


N, 8.49. 
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[0249] 

4'- 7 5 / -N-[6-[(N,N- v>5';U75>')>f^ 

;i/]-5,6,7,8-xh^tKa-2--^7^u-;u][i.r-f7 

i^;U]-4-*;U7t<4-9-5K 
[<b219] 




[sopuiopirueeteni ]) 
[0249] 

Woiidng Example 33 

4' -amino -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] • 4 
-carboxamide 

[Chemical Fonnula 219] 



31 X-mtz N-[6-[(N,N-vy5^;U75/);' 

^;^]-5,6,7,8-x^vtK□-2-:^:7$'^-;^]^'-[(h 

;U7K+-y-=K (850 mg, 1.72 mmol) ^>^>'-;U 
(8 ml) t^h^tlh'aZP^y (4 ml) (Dil^jigl- 
^ji^-fr, IN 7K^^b:>-h'J'l7A (3.4 ml) ^JD 
X. 50 deg C T* 16 i^m^WLtzc 

^b^^ (685 mg) ^^^n^tLXmtzo 

'H-NMR (CDClj) 5: 1.31 (IH, m), 1.89 (2H, 
m), 2.15 (6H, s), 2.15-2.34 (3H, m), 2.83 (3H, 
m), 5.36 (2H, s), 6.67 (2H, d, J=8.4 Hz), 7.03 
(IH, d,J=8.1 Hz), 7.48 (4H, m), 7.68 (2H, d, 
J=8.1 Hz), 7.96 (2H, d, J=8.4 Hz), 10.02 (IH, s). 



N- which is acquired with Working Example 31 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] - 4' - [ (trifluoroacetyl ) amino ][!,!' 
-biphenyl ] - 4-carboxamide methanol (8 ml ) with suspension 
doing (850 mg , 1 .72 mmol ) in mixed solution of 
tetrahydrofiiran (4 ml ), 16 hours it agitated with 50 deg C 
including 1 Nsodium hydroxide (3.4 ml ). 

Under vacuum it removed solvent , powdering did residue 
with thewater and it acquired title compound (685 mg ) as 
white powder . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.31 (1 H, 
m ), 1.89 (2 H, m ), 2.15 (6 H, s ), 2.15 - 2.34 (3 H. m ), 2.83 
(3 H, m ), 5.36(2 H, s ), 6.67 (2 H, d, J=8.4 Hz ). 7.03 (1 H, d, 
J=8. 1 Hz ), 7.48 (4 H, m ). 7.68 (2 H, d, J=8. 1 Hz ), 7.96 (2 H, 
d, J=8.4 Hz ), 10.02 (1 H, s ). 



elemental analysis values 



C26H29N30- 1.1H20 tLX 



C26H29N30*1.1H20 doing 



74.47; H, 7.50; N, 10.02. 



calculated value :C, 



74.47 ;H, 7.50; N, 10.02. 



74.39; H. 7.41; N, 9.82. 



experimental value :C, 



74.39 ;H, 7.41; N, 9.82. 



H^: 148-150 "C (liSa<b5$«:/$/-;U-*) 



melting point : 148-150 * (crystallization solvent :methanol - water) 
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11%^ 34 














Working Example 34 



KP-2--^7^1/3.;U]-4-(2.^X=.;U)K>X75K draw 2- naphthalenyl ]-4- (2 -thienyl ) benzamide 




lit 220] 



[Chemical Formula 220] 



15 V%tz 4-:^fp^-N-[6-[(N,N-v>^;i/ 
T5/)P<5";^]-5,6,7,8-■Th^th*P-2-:^7^U— 
)i']^>X7Z\^ (250 mg, 0.645 mmol), 2-^X 
-;i/7t<a>S (99.1 mg, 0.775 mmol)$fflL\ll 
mm 16 i:|5]*^(D^j£-C*aM^b^!|^(70mg)$e 

'H-NMR (CDCI3) 6 : 1.41 (IH, m), 1.94 (2H, 
m), 2.25 (6H, s), 2.25-2.45 (3H, m), 2.89 (3H, 
m), 7.11 (2H, m), 7.29-7.45 (4H, m). 7.71 (3H, 
m), 7.87 (2H, d, J=8.4 Hz). 



It acquired title compound (70 mg ) with method which is 
similar to Working Example 164 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 2 -thienyl 
boronic acid making use of (99.1 mg , 0.775 mmol ), as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ). 1.94 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.45 (3 H, m ), 2.89 
(3 H, m ), 7. 1 1 (2 H, m ), 7.29 - 7.45 (4 H, m ), 7.71 (3 H, m ), 
7.87 (2 H,d,J=8.4 Hz). 





C24H26N20S tLX 




elemental analysis values 


C24H26N20S doing 




73.81; H, 6.71; 


N, 


7.17. 


calculated value :C, 


73.81 ;H, 6.71; 


N, 


7.17. 




73.49; H. 6.59; 


N, 


7.14. 


experimental value :C, 


73.49 ; H, 6.59; 


N, 


7.14. 



v:>'ptf;i/x— x;i/) 

[0250] 

mmm 35 

X 5^ ;U 4'-[[[6-[(N,N- i/;«5';UT5>')>5=- 
;U]-5,6,7,8--fh7tKP-2--f3'^L/-;U]75>']* 
;U,i?-;U][l,r-lf7x:i.;i/]-4-*;U7t<+*>lx— h 

[it 221] 



[sopuropirueeteru ]) 
[0250] 

Working Example 35 

ethyl 4'- [[[6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 
8 -tetrahydro -2- naphthalenyl ] amino ] carbonyl ] [1, 1' 
-biphenyl ] - 4 -carboxylate 

[Chemical Formula 221] 
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15 Vmtz 4-:/P^-N-[6-[(N,N-v>^;U 
T5/);^T;U]-5,6,7,8-xh^tKP-2--f:7^b- 
;U]^>X75K (250 mg, 0.645 mmol). 4.Xh+ 
v*;U7K-;U:7x:^;1/7Kp>^ (150 mg, 0.775 

<b^4^!I(202 mg)^afet»*tLT^Ifco 



^H-NMR (CDCI3) d : 1.42 (4H, m), 1.95 (2H, 
m), 2.26 (6H, s), 2.26-2.42 (3H, m), 2.89 (3H, 
m), 4.41 (2H, q, J=7.2 Hz), 7.09 (IH, d, J=8,4 
Hz), 7.31 (IH, d, J=8.4 Hz), 7.47 (IH, s), 7.70 
(4H, m), 7.80 (IH, s), 7.96 (2H, d, J=8.4 Hz), 
8.14 (2H, d, J=8.4 Hz). 



It acquired title compound (202 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 4 -ethoxy 
carbonyl phenylboronic acid making use of (150 mg , 0.775 
mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3<;/sub> );de: 1.42 (4 H, 
m ), 1 .95 (2 H, m ), 2.26 (6 H, s ), 2.26 - 2.42 (3 H, m ), 2.89 
(3 H, m ), 4.41(2 H, q, J=7.2 Hz ), 7.09 (1 H, d, J=8.4 Hz ), 
7.31 (1 H, d, J=8.4 Hz ), 7.47 (1 H, s ), 7.70 (4 H, m ), 7.80 (1 
H, s ), 7.96 (2 H, d, J=8.4 Hz ), 8. 14 (2 H, d, J=8.4 Hz ). 





C29H32N203 tLX 




elemental analysis values 


C29H32N200<SB>3&ltySB> doing 




76.29; 


H, 7.06; 


N, 


6.14. 


calculated value :C, 


76.29 ; 


H, 7.06; 


N, 


6.14. 


mmm-.c, 


76.25; 


H. 7.07; 


N, 


6.09. 


experimental value :C, 


76.25 ; 


H, 7.07; 


N, 


6.09. 



mmm 36 

N-[6-[(N,N-vy5^;U75/)y^;U]-5,6,7,8-xh^ 

tKP-2.:^:7^^-;l/H'-(>^^^:^^^:7r- 
;u)[i,r-tf7x-;u]-4-*;u7K+-9-5K 

C^b 222] 



[sopuropirueeteru ]) 
Working Example 36 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' - (methyl sulfanyl ) [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 222] 
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15 T'^ifc 4-7^P^-N-[6-[(N,N-V>^-/U 

T5y)>f-;U]-5,6,7,8-xh7tKP-2--^:7^U- 
;U]^>XT5K (500 mg, 1.29 mmol). 4-/f-;U 

=f7jry:L—)l^-^aiyM (260 mg, 1.55 minoO^ffl 

t\iiiiite«ij 16 mmoifs^-nmrnt-^" " 

mg)*efef»*i:LT»fc. 



si«D(360 



'H-NMR (CDCI3) <5: 1.41 (IH, m), 1.94 (2H, 
m), 2.26 (6H, s), 2.26-2.42 (3H, m), 2.53 (3H, s), 
2.94 (3H, m). 7.09 (IH, d, J=8.1 Hz), 7.29-7.36 
(3H, m), 7.46 (IH, s), 7.56 (2H, d, J=8.4 Hz), 
7.67 (2H, d, J=8.1 Hz), 7.78 (IH, m), 7.92 (2H, d. 



It acquired title compound (360 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (500 mg , 1.29 mmol ), 4 
-methylthio phenylboronic acid making use of (260 mg , 1.55 
mmol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1.94 (2 H, m ), 2.26 (6 H, s ), 2.26 - 2.42 (3 H, m ), 2.53 
(3 H, s ), 2.94(3 H, m ), 7.09 (1 H, d, J=8. 1 Hz ), 7.29 - 7.36 
(3 H, m ). 7.46 (1 H, s ), 7.56 (2 H, d, J=8.4 Hz ), 7.67 (2 H, d, 
J=8.1 Hz ). 7.78 (1 H, m ), 7.92(2 H, d. J=9.0 Hz ). 





C27H30N2OS-0.2H2O tLX 


elemental analysis values 


C27H30N2OS*0.2H2O doing 




nnm-.c. 


74.69; H, 7.04; 


N, 6.45. 


calculated value :C, 


74.69 ; H, 7.04; 


N, 6.45. 




74.63; H, 7.03; 


N,6.11. 


experimental value .C, 


74.63 ;H, 7.03; 


N, 6.11. 



v:fatf;i/x-xji/) 

[0251] 

mmm 37 

4'-(N,N-i?^^;UT5y)-N-[6-t(N,N-i>y^;UTS 
/ ) y 5^ 1-5,6,7,8- T- h ^ t K n -2- 7 ^ U - 
;U][l,l'-e7x::.;U]-4-*;U7i<+-t>-5K 

Ut 223] 



[0251] 

Workmg Example 37 

4' - (N, N- dimethylamino ) -N- [6 - [ (N, N- dimethylamino ) 
methyl ] - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 223] 
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mt&M 33 X-mz 4'-75y-N-[6-[(N,N-v,?'5";U 
T5/)^^;U]-5,6,7,8-Th7tKa-2--^75»U- 
;i/][i,i'-t*7x^;u]-4-*;u;f:+-9-5K (150 mg, 
0.375 mmol) . /^^/h^UAT^Ux tK (45.1 mg, 
1.50 mmol) ^pt^A^U (1 ml)i:xh^tKP7^ 
> (1 ml)<D;l^j]S lc^jS$-|+.->7ytKP($ 
•5K:^h'J't7A (94.4 mg, 1.50 mmol) ^liQX. 
40 deg C 18 mrSiknUzo 

SI^$7;^5:^*7A^7□7hy77-^- (mm 
-x;u-el»5S^bL^S<b#1?3 (i3 mg) ^afe 

'H-NMR (DMSO-d«) d : 1.32 (IH, m), 1.90 
(2H, m), 2.15 (6H, s), 2.15-2.35(3H, m). 2.77 
(3H. m), 2.97 (6H, s), 6.82 (2H, d, J=8.4 Hz), 
7.03 (lH,d, J=8.4 Hz), 7.48 (IH, d, J=8.1 Hz), 
7.53 (IH, s), 7.63 (2H, d, J=8.7 Hz), 7.74 (2H, d, 
J=7.8 Hz), 7.98 (2H. d, J=8.4 Hz), 10.04 (IH, s). 



4' which is acquired with Working Example 33 -amino -N- [6 
- [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide (150 
mg , 0.375 nunol ),methanol (1 ml ) with suspension doing 
paraformaldehyde (45.1 mg , 1.50 mmol ) in mixed solution 
of tetrahydrofUran (1 ml ), 18 hours it agitated with 40 deg C 
including cyano hydro boric acid sodium (94.4 mg , 1.50 
mmol ). 

In reaction mixture you washed with saturated saline 
including ethylacetate , afterdrying, under vacuum removed 
solvent with anhydrous magnesium sulfate . 

With alumina column chromatography (developing 
solvent ;ethylacetate ) after refining, powdering it did residue 
with the isopropyl ether and it acquired title compound (13 
mg ) as white powder . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.32 (1 
H, m ), 1 .90 (2 H, m ), 2.1 5 (6 H, s ), 2. 15 - 2.35 (3 H, m ), 
2.77 (3 H, m ), 2.97(6 H, s ), 6.82 (2 H, d, J=8.4 Hz ), 7.03 (1 
H, d, J=8.4 Hz ), 7.48 (1 H, d, J=8.1 Hz ), 7.53 (1 H, s ), 7.63 
(2 H, d, J=8.7 Hz ), 7.74 (2 H, d, J=7.8 Hz ). 7.98 (2 H, d, 
J=8.4 Hz), 10.04(1 H,s). 



FABMS(pos) 


428.2[M+H]+ 


FABMS (pos ) 


428.2 [M+H ] + 



mmm 38 

N-[6-[(N,N-v/5^;U7^/)>^;U]-5,6,7,8-^h^ 

tKP-2-:>-7^L/-;u>4'-(-?«^;UT5/)[i,r-tf3? 

[^b 224] 



sopuropirueeteru ]) 
Working Example 38 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4' - (methylamino )[!,!' 
-biphenyl ] - 4 -carboxamide 

[Chemical Fomiula 224] 
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33 T♦^#fi 4'-T5>'-N-[6-[(N,N-VP«^;U 

75/);<^^]-5,6,7,8-xh7tKa-2-:^•7^^- 

^l/][l,l*-tf7x-;U]-4-*;U7H+-9-SK (150 mg, 
0.375 mmol) . /^^^l^-'l'AT^I/xtK (15.0 mg, 
0.50 mmol). i/T^ tKn IJ^^tM-iJO A 
(31.5 mg, 0.50 mmol) ^ fflL\ HJi^J 37 t^Mk 

'H-NMR (DMSO-d«) d : 1.32 (IH, m), 1.89 
(2H, m), 2.15 (6H, s), 2.15-2.31(3H, m), 2.72 
(7H, m), 5.94 (IH, m), 6.64 (2H, d, J=9.0 Hz), 
7.03 (lH,d, J=8.7 Hz), 7.49 (4H, m), 7.70 (IH, d, 
J=8.4 Hz), 7.97 (2H, d, J=8.4 Hz), 10.02 (IH, s). 

FABMS(pos) 414.3[M+H]* 

m^: 163-165 deg C (^a<bJ§j«:WMX5^;U- 

[0252] 

39 

N-[6-[(N,N-vy^Jl/75>')y^;i']-5,6,7,8-T-h5 
th*P-2-:f:7^'U'--»l/]-4-(2-7'J;i/)'<>X75K 

[^b 225] 



It acquired title compound with method which is similar to 
Working Example 37 the4' which is acquired with Working 
Example 33 -amino -N- [6 - [ (N, N- dimethylamino ) 
methyl ] - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ][!,!' 
-biphenyl ] - 4 -carboxamide (150 mg , 0.375 mmol ), the 
paraformaldehyde (15.0 mg , 0.50 mmol ), making use of 
cyano hydro boric acid sodium (31.5 mg , 0.50 mmol ), as 
white powder . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.32 (1 
H, m ), 1.89 (2 H, m ), 2,15 (6 H, s ), 2.15 - 2.31 (3 H, m ), 
2.72 (7 H, m ), 5.94(1 H, m ), 6.64 (2 H, d, J=9.0 Hz ), 7.03 (1 
H, d, J=8.7 Hz ), 7.49 (4 H, m ), 7.70 (1 H, d, J=8.4 Hz ), 7.97 
(2H, d, J=8.4 Hz), 10.02 (lH,s). 

FARMS (pos ) 414.3 [M+H ] <sup>+</sup> 

melting point : 163-165 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0252] 

Working Example 39 

N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] - 4 - (2 -furil ) benzamide 

[Chemical Formula 225] 



mV&m 15 4-:?P^-N-[6.[(N,N-i?-?«5^;U 
75y);<^;U]-5,6,7,8-^h^tKP-2--f:7^U- 
;i/]^>X75K (250 mg, 0.645 mmol). 2-7'J>'U 
7f^Q>m (86.7 mg, 0.775 mmol)^ HJS^J 
\6 mmOlS'A'S^&it^^ (67 mg) 

^H-NMR (DMSO-dfi) S : 1.40 (IH, m), 1.94 
(2H, m), 2.25 (6H, s), 2.25-2.45(3H, m), 2.88 
(3H, m), 7.08 (IH, d, J=8.1 Hz), 7.26 (4H, m), 
7.41 (lH,m), 7.60-7.74 (5H, m). 



It acquired title compound (67 mg ) with method which is 
similar to Working Example 16 4 -bromo -N- where it 
acquires with Working Example 15 [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide (250 mg , 0.645 mmol ), 2 -fiiril 
boronic acid making use of (86.7 mg , 0.775 mmol ), as white 
powder . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.40 (1 
H, m ), 1 .94 (2 H, m ), 2.25 (6 H, s ), 2.25 - 2.45 (3 H, m ), 
2.88 (3 H, m ), 7.08(1 H, d, J=8.1 Hz ), 7.26 (4 H, m ), 7.41 (1 
H,m), 7.60-7.74(5 H,m). 
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FABMS(pos) 


375.2[M+H]+ 


FABMS (pos ) 


375.2 [M+H ] + 


llfiiS^j40 






Working Example 40 



^tKP-2."f:7^U-;U]TS/]*;U7t?-;U][l,r- [rahidoro ] - 2 -naphthalenyl ]amino ]carbonyl ] [1, 1' 
t: ^x— ;U]^.^ jU7tN>iS -biphenyl ] - 4 -carboxylic acid 




.ore 



0 

lit 226] 



[Chemical Formula 226] 



35 T*t#/cX^;i/ 4'-[[[6-[CN,N-^;y ^;U7 
5y);t^;U]-5,6,7,8-xK^tKP-2--t:7$ru-;U] 

75>']*;u7t?-;u][i,r-e3^x^;u]-4-*;i/7t54' 

Vb— h (100 mg, 0.219 mmol) ^X^y— (3 
ml) tTK (0.5 ml) COS^j'iiiSlZj^PL. IN tK 
miti'\-'J^A^m}& (0.329 ml) ^MST'JP 

90 deg c 5 ^mmnuzo 

(0.329 ml) ^AD^r}i^^^Lfco 

(89 mg) *efe»5Ri:LT|#yco 

*H-NMR (DMSO-d^) 5 :1.34 (IH, m), 1.91 (2H, 
m), 2,24 (6H, s), 2.24-2.30(3H, ra), 2.81 (3H, m), 
7.05 (IH, d, J=8.4 Hz), 7.49 (IH, d, J=8.4 Hz), 
7.55 (IH, s), 7.89 (4H, m), 8.07 (4H, m), 10.18 
(IH, s). 



ethyl 4'- which is acquired with Working Example 35 [[[6 - 
[ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] amino ] carbonyl ] [1, T -biphenyl ] - 4 
-carboxylate ethanol (3 ml ) with it melted (100 mg , 0.219 
mmol ) in mixed solution of water (0.5 ml ), added 1 Nsodium 
hydroxide water solution (0.329 ml ) with room temperature , 
5 hours agitated with 90 deg C. 

Under vacuum it removed solvent , after adding water, 
itagitated including 1 Nhydrochloric acid (0.329 ml ). 

It filtered crude product which it precipitated and water wash 
did, itacquired title compoimd (89 mg ) as white powder . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.34 (1 
H, m ), 1 .9 1 (2 H, m ), 2.24 (6 H, s ), 2.24 - 2.30 (3 H, m ), 
2.81 (3 H, m ), 7.05(1 H, d, J=8.4 Hz ), 7.49 (1 H, d, J=8.4 
Hz ), 7.55 (1 H, s ), 7.89 (4 H. m ), 8.07 (4 H. m ). 10,18 (1 H, 
s). 



Ttm^^^ C27H28N203-2H20tLr 



elemental analysis values C27H28N20<SB>3</SB> *2H20 doing 
l+Sfil:C. 69.81; H, 6.94; N, 6.03. 



calculated value :C, 69.81 ; H, 6.94; N, 6.03. 
IISIfil:C. 69.57; H, 7.01; N, 5.93. 
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experimental value :C, 69.57; H, 7.01; N, 5.93. 



m^: 143 "C {^m)i^^it^^: 



crystallization solvent : melting point : 143 * (Disassembly) 



) 



[0253] 

mmm 41 

4'-'i7 □ P-N-[6-[(N,N-i?/5';i/T5>')>^^U]-7,8- 

vtKa-2-±-7$ti/-;i/][i,i'-if7i-JU]-4.*;u 



[0253] 

Working Example 41 

4' -chloro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 



lit 227] 



[Chemical Formula 227] 



-'y<7V5XhU- 27, 70(1962)) IC^jeoT^fiE 
Uz 6-T-lrhTSK-l-xh^P> (5.0 g, 0.0246 
mol)$ DMF vX^;U7-t^-;i/ 50ml ICigfgL 
110degCX-2fl#PBl}i#Lfco 

75h*-2-(N,N-i?yf^;UT5>'./^ 'J T>)-l-T h7 
□>(4.98 g)^Jtfel»5RtLT:f#f=. 

'H-NMR (CDCI3) <5 :2.19 (3H, s), 2.79-2.83 
(2H, m), 2.88-2.92 (2H, m), 3.11 (6H, s), 
7.14-7.17 (IH, m), 7.68 (IH, s), 7.69 (IH, s), 



Following to journal of organic chemistry 27, 70 (1962), 6 
-acetamide -1- tetralone where it synthesizes it melted the(5.0 
g, 0.0246 mol ) in DMF diethyl acetal 50ml and 2 hours 
agitated with 1 10 deg C. 1) literature known method 

It filtered precipitate , washed with ethylacetate and 6 
-acetamide -2- (N, N- dimethylamino methylidene ) - 
l-tetralonc it acquired (4.98 g ) as yellow powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.19 (3 H, 
s ), 2.79 - 2.83 (2 H, m ), 2.88 - 2.92 (2 H, m ), 3.1 1 (6 H, s ), 
7.14 -7.17 (1 H, m ), 7.68 (1 H, s ), 7.69 (1 H. s ), 7.95 (1 H, 
d, J=8.1Hz ), 7.96 (lH,s). 





207 


210 










) 


melting point : 


207 


210 




crystallization solvent :acetic acid [e ] 


jp8 

1 CT nm 


jpll 

tnnl ■» 


) 
in 



■M-'J'^?A (6.56 g, 0.173 mol)$Jjn^. 2 t^fSiSi 
> 30ml,2N i^M SOml ^ JP^ 16 BtFelJa^iiSSL 



methanol (50 ml ), 2 hours it agitated including under ice 
cooling sodium borohydride (6.56 g, 0.1 73 mol ). 

It concentrated reaction mixture , it extracted in residue 
including the ethylacetate , sodium bicarbonate water 
solution , 

It concentrated ethyl acetate layer , 16 hour heating and 
refluxing it did in residue including tetrahydrofuran 30ml , 
2Nhydrochloric acid 30ml . 
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a^h<f=7-P^- (SiaJSJ«;KBIX^;U:n-'N4r 
-!^->=30:70) IcrlliSL. 6-[(N,N--:^^5^;U75 
y)>^;U]-7.8-vtKP-2--^-7$»U>7S> (1.60 

'H-NMR (CDCI3) 5 :2.23 (6H, s), 2.28 (2H, t, 
J=8.4Hz), 2.74 (2H, t, J=8.4Hz), 2.95 (2H, s), 
3.57-3.72 (2H, m), 6.25 (IH, s), 6.46-6.48 (2H, 
in).6.83 (lH,d.J=8.7Hz). 

3) 6-[(N,N-«:/y^;u75y)y^;u]-7,8- 

i/tKP-2--^:7^U>75> (1.00 g, 0.005 mol). 
4-<7PPt*:7xr:;u*;U7t?>^(2.31 g, 0.01 mol) 

(1.12g)^efet»5S(!:L■C^ifc. 

'H-NMR (CDCI3) 6 :2.25 (6H, s), 2.34 (2H, t, 
J=7.8Hz), 2.86 (2H, t, J=7.8Hz), 2.99 (2H, s), 
6.34 (IH, s), 7,03 (IH, d, J=8.7Hz), 7.39 (IH, d, 
J=8.1 Hz), 7.45 (2H. d,J=8.7), 7.48 (IH, s), 7.56 
(2H, d, J=8.4 Hz), 7.67(2H, d, J=8.4 Hz), 7.78 
(IH, s), 7.94 (2H, d, J=8.4 Hz). 



It concentrated reaction niixture , it extracted including 
ethylacetate , 2Nsodiuni hydroxide water solution . 

It concentrated ethyl acetate layer , refined residue with 
alumina coliunn chromatography (developing 
solvent ;ethylacetate :n- hexane =30:70 ), 6 - [ (N, N- 
dimethylamino ) methyl ]- 7 and 8 -dihydro -2- naphthalene 
amine it acquired (1.60 g ) as colorless oil . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.23 (6 H, 
s ), 2.28 (2 H, t, J=8.4Hz ), 2.74 (2 H, t, J=8.4Hz ), 2.95 (2 H, 
s ), 3.57 - 3.72 (2 H, m ), 6.25(1 H, s ), 6.46 - 6.48 (2 H, m ). 
6.83 (1 H,d,J=8.7Hz). 

3) It acquired title compound (1.12 g ) with method which is 
similar to the Working Example 1 6 it acquires - [ (N, N- 
dimethylamino ) methyl ] - 7 and 8 -dihydro -2- naphthalene 
amine (1 .00 g, 0.005 mol ), 4 -chloro biphenyl carboxylic acid 
making use of{2.31 g, 0.01 mol ), as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.34 (2 H, t, J=7.8Hz ), 2.86 (2 H, t, J=7.8H2 ), 2.99 (2 H, 
s ), 6.34 (1 H, s ), 7.03 (1 H, d, J=8.7Hz ),7.39 (1 H, d, J=8.1 
Hz ), 7.45 (2 H, d, J=8.7 ), 7.48 (1 H, s ), 7.56 (2 H, d, J=8.4 
Hz ), 7.67 (2 H, d, J=8.4 Hz ), 7.78 (1 H, s ), 7.94 (2 H, d, 
J=8.4Hz). 





C26H25C1N20 tLX 




elemental analysis values 


C26H25C1N20 doing 


ft^fit'.C, 


74.90; H, 6.04; 


N. 


6.72. 


calculated value :C, 


74.90 ; H, 6.04; 


N. 


6.72. 




:C, 


74.64; H, 6.14; 


N. 


6.56. 


experimental value 


:C, 


74.64 ;H, 6.14; 


N. 


6.56. 



[0254] 

mmm 42 

4'-Z>)\^tO -N-[6-[(N,N- i^P«^;i/75/).?'^ 

;u]-7,8-i?t:KP-2--^7^u-^i/][i,r-tf:7x- 
;u]-4-:^;U7t?+-9-5K 

C^b 228] 



[kisan ]) 
[0254] 

Working Example 42 

4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 228] 
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41 (D 2)■e^#f- 6-[(N,N-v>^;1/75>')> 
5^;i/]-7,8-i?tKn-2--^:?$rU>75> (936 mg, 
4.62 imnol),4-7;i/:d-Plf7x-;i/*;U/K>K 
(l.OOg, 4.62 mmoO^ffllV MM 1 trnM^CDlD 

fee 

'H-NMR (CDCI3) d :2.25 (6H, s), 2.34 (2H, t, 
J=8.1Hz), 2.85 (2H, t, J=8.1Hz), 2.99 (2H, s), 
6.34 (IH, s), 7.02 (IH, d, J=8.1Hz), 7.13-7.19 
(2H,m), 7.38-7.41 (IH, m), 7.48 (IH, s), 
7.56-7.61 (2H, m ), 7.65 (2H, d, J=8.4 Hz), 7.80 
(IH, s), 7.93 (2H, d, J=8.5Hz). 



It acquired tide compound (990 mg ) with method which is 
similar to Working Example 1 Working Example 41 2) with 6 
it acquires - [ (N, N- dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalene amine (936 mg , 4.62 mmol ), 4 
-fluoro biphenyl carboxylic acid making use of (1.00 g, 4.62 
mmol ), as white powder . 

<sup> l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.34 (2 H, t, J=8.1Hz ), 2.85 (2 H, t, J=8.1Hz ), 2.99 (2 H, 
s ), 6.34 (1 H, s ), 7.02 (1 H, d, J=8.1Hz ),7.13 - 7.19 (2 H, 
m ), 7.38 - 7.41 (1 H, m ), 7.48 (1 H, s ), 7.56 - 7.61 (2 H, m ), 
7.65 (2 H, d, J=8.4 Hz ), 7.80(1 H, s ), 7.93 (2 H. d, 
J=8.5Hz ). 





C26H25FN20 tLX 




elemental analysis values 


C26H25FN20 doing 


atSfil:C, 


77.97; H, 


6.29; 


N, 


6.99. 


calculated value :C, 


77.97 ; H, 


6.29 ; 


N, 


6.99. 


mmm-.c. 


77.90; H, 


6.23; 


N, 


6.58. 


experimental value :C, 


77.90 ; H, 


6.23; 


N, 


6.58. 



[0255] 
lli&^43 

4'-<70P-N-[2-[(v>^;UT5>')p'^;U]-2,3-i/t 

Kp-iH-'f>x>-5--f;u][i,i'-f7x-;u]-4-* 

[^b229] 



[kisan ]) * 
[0255] 

Working Example 43 

4' -chloro -N- [2 - [ (dimethylamino ) methyl ] - 2 and 3 
-dihydro -IH-indene -5-yl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 229] 




##^J 48 Xmz N-[2-[(vp«5^;i.75/)>5^ 
;U]-2,3-i?tKP-lH-'r>x>-5-'l'JU]T-fehT5K 



In N- [2 - [ (dimethylamino ) methyl ] - 2 and 3 -dihydro 
-IH-indene -5-yl ] acetamide (48.9 mg , 0.210mmol ) which 
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(48.9mg, 0.210mmol) (1ml) JJOX-s 

1 10 deg C -C 2 B*raigf*Ufclfe. J§!«$MET 

Y^i'f70ZtlZ^^).mmit^^ (30ing)*?# 

'H NMR (DMSO-dfi) 5 : 2.16 (6H, s), 2.22 (2H, 
d, J = 6.7 Hz), 2.61 (4H, m), 2.97 (IH, m), 7.15 
(IH, d, J = 8.1 Hz), 7.47 (IH, d, J = 8.1 Hz), 7.56 
(2H, d, J = 8.4 Hz), 8.05 (2H, d, J = 8.4 Hz), 
10.17 (lH,s). 



is acquired with Reference Exaii:q)le 48 2 hours after 
agitating, solvent under vacuum was removed with 110 deg C 
including concentrated hydrochloric acid (1 ml ). 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate . 

title compound (30 mg ) was acquired by doing operation of 
being similar to Working Example 1 making use of oil which 
it acquires. 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.16 (6 
H, s ), 2.22 (2 H, d, J = 6.7 Hz ), 2.61 (4 H, m ), 2.97 (1 H, 
m ), 7.15 (1 H, d, J = 8.1 Hz ), 7.47 (1 H, d, J = 8.1 Hz ),7.56 
(2 H, d, J = 8.4 Hz ), 8.05 (2 H, d, J = 8.4 Hz ), 10.17 (1 H, 
s). 



FAB(pos) 


405.1 


[M+H]+ 


FAB (pos ) 


405. 1 


[M+H ] + 



Ptf;UX-irjU) 
Ili&^j44 



4'-':7PP-N-[8-[(v>^;UT5/);'«^;U]-6,7-vt 

Kn-5H-'<>V'[a]v^P'^:^x>-3-'f;u][i,r-t* 
•7i-;u]-4-*jU7t<+-9-5K 



[ropirueeteru ]) 
Working Example 44 

4' -chloro -N- [8 - [ (dimethylamino ) methyl ] - 6 and 7 
-dihydro -5H-benzo [a ] cycloheptene -3- yl ] [1, 1' 
-biphenyl ] • 4 -caitoxamide 




##011 50 X-mtz 8-[(v>^;U75/)y^;U]-6,7- 
vtKP-5H-'<>l/[a]v^P<^:^x>-3-75>$ 

'H-NMR (CDCI3) d : 1.96-2.10 (2H, m), 2.25 
(6H, s), 2.39 (2H, t, J = 6.4Hz), 2.79-2.85 (2H, 
m), 2.96 (2H, s), 6.40 (IH. s), 7.15 (IH , d, J = 
8.6Hz), 7.40-7.52 (4H, m), 7.56 (2H, d, J = 
8.4Hz), 7.67 (2H, d, J = 8.1Hz), 7.81 (IH, s), 
7.94 (2H, d, J = 8.1 Hz). 

m^: 183-185 deg C (USe^lb^gJiiKMxf^^U- melting point : 183-185 deg C (crystallization 



title compound was acquired by doing operation of being 
similar to the Working Example 1 8 it acquires with 
Reference Example 50 - [ (dimethylamino ) methyl ] - 6 and 7 
-dihydro -5H-benzo making use of^a ] cycloheptene -3- 
amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.96-2.10 (2 
H, m ), 2.25 (6 H, s ), 2.39 (2 H, t, J = 6.4Hz ), 2.79 - 2.85 (2 
H, m ), 2.96(2 H, s ), 6.40 (1 H, s ), 7.15 (1 H , d, J = 8.6Hz ), 
7.40 - 7.52 (4 H, m ), 7.56 (2 H, d. J = 8.4Hz ), 7.67 (2 H, d, J 
= 8.1Hz ), 7.81 (1 H, s ), 7.94(2 H, d, J = 8.1 Hz ). 
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[0256] 

4'. -p -N-[6-[( i/y^'^UTS/);*^ 

;|/]-6,7,8,9-t" h7 1 K □ -5H-'< 1^ y [a] □ 'N-;^ 

2-'f ;u][i,i'-t*:7x-;u]-4-*;U7t?+-y-5K 



231] 




solvent :etfaylacetate -diethyl ether ) 
[0256] 

Working Example 45 

4' -fluoro -N- [6 - [ (dimethylamino ) methyl ] - 6, 7, 8 and 9 
-tetrahydro -5H-benzo [a ] cycloheptene -2- yl ] [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 231] 



##011 51 -r^mtz 6-[(*:^y5^;u75y)^5^ 

;U]-6,7,8,9-Th7tKa-5H-'^l/y[a]i/^P^:^ 

'H-NMR (CDCI3) 6 : 1.40-1.68 (3H, m), 
1.85-2.20 (lOH, m), 2.55-2.92 (4H,m), 7.13-7.20 
(3H ,m), 7.35-7.43 (2H, m), 7.56-7.67 (4H, m), 
7.77 (lH,s), 7.93 (2H, d, J=8.4 Hz). 

Ttm^Vim C27H29FN2O tLX 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 51 - [ (dimethylamino ) methyl ] - 6, 7, 8 
and 9 -tetrahydro -5H-ben20 makinguse of [a ] cycloheptene 
-2- amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.40-1.68 (3 
H, m ), 1.85 - 2.20 (10 H, m ), 2.55 - 2.92 (4 H, m ), 7.13 
-7.20 (3 H , m ), 7.35 - 7.43 (2 H, m ), 7.56 - 7.67 (4 H, m ), 
7.77 (1 H, s ), 7.93 (2 H, d. J=8.4 Hz ). 

elemental analysis values 

C<sub>27</sub>H<sub>29</sub>FN<sub>2</sub>0 doing 





77.85; 


H, 


7.02; 


N, 


6.73. 


calculated value :C, 


77.85 ; 


H, 


7.02; 


N, 


6.73. 


n 






m 


:C, 


78.18; 


H, 


7.09; 


N, 


6.74. 


Truth 


Isao value 


Value 


:C, 


78.18; 


H, 


7.09; 


N. 


6.74. 



jpH) 



6 



Working Example 4 



xK^tKP-5H-'<>'/[a]i/^P'^::fT>- 2-< 
;i/][l,l'-tf7i-;U]-4-*;i/7K4r-y-5K 

nb232] 



tetrahydro -5H-benzo [a ] cycloheptene -2- yl ] [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 232] 
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;U]-6,7,8.9-T-h7tKP-5H-'<>'/[a]*><7P^-::^ 

'H-NMR (CDCI3) (5 :1. 40-1. 67 (3H, m), 
1.85-2.20 (lOH, m), 2.55-2.92 (4H,m), 7.15 (IH , 
d, J = 8.1 Hz), 7.35-7.46 {4H, m), 7.56 (2H, d, J = 
8.4 Hz), 7.66 (2H, d, J = 8.1 Hz), 7.77 (IH, s), 
7.93 (2H,d,J = 8.4Hz). 



tide compound was acquired by doing operation of being 
similar to the Woricing Example 1 6 it acquires with 
Reference Example 51 - [ (dimethylamino ) methyl ] - 6, 7, 8 
and 9 -tetrahydro -5H-benzo makinguse of [a ] cycloheptene 
•2- amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.40 - 1.67 (3 
H, m ), 1.85 - 2.20 (10 H, m ), 2.55 - 2.92 (4 H, m ), 7.15 (1 
H , d, J = 8.1 Hz ),7.35 - 7.46 (4 H. m ), 7.56 (2 H, d. J = 8.4 
Hz ), 7.66 (2 H, d, J = 8.1 Hz ), 7.77 (1 H, s ), 7.93 (2 H, d, J 
= 8.4 Hz). 





C27H29C1N20 tLX 














elemental analysis values 


C27H29C1N20 doing 




74.90; H, 6.75; N, 6.47. 














calculated value :C, 


74.90 ; H, 6.75; N, 6.47. 


mmm-.c. 


74.77; H, 6.65; N, 6.43. 














experimental value :C, 


74.77 ; H, 6.65; N, 6.43. 


iHtj^: 173 


i75°c {m^itmm-.vii 












) 
) 


melting point : 173 


crystallization solvent : [jie ]175 * 


jpU 


jpll 



[0257] 

N-[6-[(i?>^;U75y);«^;U]-7,8-vth*a-2-:^ 
:7^L/-;u][i,r.if7i-;i/]-4-*;u7t?:^^-9-5K 

lit 2331 




0 ij'YY^';''^ 



[0257] 

Working Example 47 

N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 233] 



41 0) 2)'Cf#fc 6-[(N,N-i^p'^yi/75y).J* title compound was acquired by doing operation of being 
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'H NMR (CDCI3) 5 : 2.25 (6H, s), 2.33 (2H, t, J 
= 5.4 Hz), 2.84 (2H, t,J = 5.4 Hz), 2.98 (2H, s), 
6.34 (IH, s), 7.01 (IH, d, J = 7.8 Hz), 7.32-7.94 



2002-1-9 

similar to the Working Example 1 Working Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 
<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, s ), 
2 33 (2 H. t, J = 5.4 Hz ), 2.84 (2 H, t, J = 5.4 Hz ), 2.98 (2 H, 
s ), 6.34 (1 H. s ), 7.01 (1 H, d. J = 7.8 Hz ).7.32 - 7.94 (12 H, 
m). 





C26H26N20 tLX 




elemental analysis values 


C26H26N20 doing 






ltSfil:C, 


81.64; H, 6.85; 


N, 


7.32. 


calculated value :C, 


81.64 ;H, 6.85; 


N, 


7.32. 


mmm-.c. 


81.65; H, 6.79; 


N, 


6.91. 


experimental value :C, 


81.65 ;H, 6.79; 


N, 


1 6.91 . 



^^-n-'s^-y-^) 
mmm 48 

N-[6-(l-tr^'Ji;--'U>^^l')-7,8-vtKP-2-:t-7 

^u-;u][i,i'-if:7x— ;u]-4-*i;U7t-x+-9-5K 

[^b 234] 



Working Example 48 

N- [6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 234] 




<^mm 52 x-mz 6-(l-e^'^:^--'^^^^^)-7,8- 

vtK^-2-:^7^^>7S>^fflt^■C. StlW 1 1 

'H NMR (CDCI3) 6 : 1.46-1.59 (6H, m), 
2 31-2.36 (6H, m), 2.84 (2H, t, J= 8.0 Hz). 3.02 
(2H. s), 6.34 (IH, s), 7.02 (IH, d, J = 8.1 Hz), 
7.37-7.50 (4H, m), 7.63 (2H, d, J = 6.9 Hz), 7.71 
(2H, d, J = 8.1 Hz), 7.79 (IH, s), 7.94 (2H, d, J = 
8.1 Hz). 

156-158 deg C (I^Hi^bjgJK: Tl'^tKa 
75>-n-'^4=-9->) 

[0258] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 52 - (1 -bipyridinyl methyl ) - making use 
of 7 and 8-dihydro -2- naphthalene amine . 
<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.46 - 1.59 (6 
H. m ). 2.31 - 2.36 (6 H, m ). 2.84 (2 H, t, J= 8.0 Hz ), 3.02 (2 
H, s ), 6.34(1 H, s ), 7.02 (1 H. d, J = 8.1 Hz ), 7.37 - 7.50 (4 
H, m ), 7.63 (2 H, d, J = 6.9 Hz ), 7.71 (2 H, d, J = 8. 1 Hz ), 
7.79 (1 H, s ), 7.94 (2 H, d, J = 8.1 Hz ). 

melting point : 156-158 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0258] 

Working Example 49 
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N-[6-[(i?/^;u75/)>5^;u]-7,8-vtKn-2-:h 
7^u^;u]-4'-h'j:7;u;i-a/5=-;L'[i.i'-t*7x:=. 



[it 235] 




N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] - 4' -trifluoromethyl [1,1' -biphenyl ] - 4 
-carboxamide 

[Chemical Foimula 23S] 



I 41 0 2)T'#fc 6-[(N,N-S/y5^;U75/)> 
^;^]-7,8-•i/tKP-2-■^-:7^^>75>^fflL^r, 

'H NMR (CDCI3) (5 : 2.25 (6H, s), 2.34 (d, J = 
5.1 Hz), 2.86 (2H, d, J =5.1 Hz), 2.99 (2H, s), 
6.35 (IH, s), 7.04 (IH, d, J = 8.4 Hz), 7.40 (lH,d, 
J = 3.3 Hz), 7.49 (IH, s), 7.70-7.79 (6H, m), 7.87 
(2H, d, J = 8.4 Hz). 

gl!^: 214-216 degC(SSB^a<bj§J«: K^Xf^^U- 

i^^fV^ne^l/X-x^/U) 

mn&m so 

2'-<;aP-N-[6-[(i5;t5^;UT5y)>^;U]-7,8-i?t 

h*a-2--^-7^u-;u][i,r-tf7i-;u]-4-*;U7t<^ 

■9-5K 
[it 236] 




tide compound was acquired by doing operation of being 
similar to the Working Example 1 Working Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, s ), 

2.34 (d, J = 5.1 Hz ), 2.86 (2 H, d, J =5. 1 Hz ), 2.99 (2 H, s ), 

6.35 (1 H, s ), 7.04 (1 H, d, J = 8.4 Hz ),7.40 (1 H, d, J = 3.3 
Hz ), 7.49 (1 H, s ), 7.70 - 7.79 (6 H, m ), 7.87 (2 H, d, J = 8.4 
Hz). 

melting point : 214-216 deg C (crystaUization solvent : 
ethylacetate -diisopropyl ether ) 

Working Example 50 

2' -chloro -N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -caiboxamide 

[Chemical Formula 236] 



I 41 (D 2)Vmtz 6-[(N,N-*:/jt^;UT5>')/ 
^;^]-7,8-vtK□-2--f:7^^>T5>$fflL^T, 

mmm 1 tmmo)WY^^'no:itizM. mmt 

'H NMR (CDCI3) 6 : 2.25 (6H, s), 2.34 (d, J = 
5.1 Hz), 2.85 (2H, d, J =5.1 Hz), 3.00 (2H, s), 
6.34 (IH, s), 6.69 (IH, s), 7.02 (IH, d, J = 
8.4Hz), 7.31-7.57 (8H, m), 7.85 (IH, s), 7.92 
(2H, d, J = 7.8 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 Working Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, s ), 
2.34 (d, J = 5.1 Hz ), 2.85 (2 H, d, J =5.1 Hz ), 3.00 (2 H, s ), 
6.34 (1 H, s ), 6.69 (1 H, s ),7.02 (1 H, d, J = 8.4Hz ), 7.31 - 
7.57 (8 H, m ), 7.85 (1 H, s ), 7.92 (2 H, d, J = 7.8 Hz ). 





C26H25C1N20 tLX 


elemental analysis values 


C26H25C1N20 doing 
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74.90; H, 6.04; N, 


6.72 


calculated value :C, 


74.90 ;H. 6.04; N, 


6.72 




74.49; H, 5.65; N, 


6.06. 


experimental value :C, 


74.49 ;H, 5.65; N, 


6.06. 



[0259] 

mmm si 

4'-<7PP-N-[6-(l-e^'Ji^-;i'>^>ll')-7,8--:?tK 



[0259] 

Working Example 51 

4' -chloro -N- [6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -caiboxamide 




[Chemical Formula 237] 



##<5iJ 56 X^ntz 4'-->np-N-[6-(^na-^^ 
;i.)-7,8-vtKa-2-:>-3'^b--iU]ti,i'-tf7i- 

;i/]-4-*;U7H+-y-5K (225 mg).t°^'Jv> 
(0.16 ml)i:v'rV^Plf^l'X^;i.7S> (0.282 
ml)(D N,N-v>9=-^l'*;i/A75Kjij$ (5 ml)^ 
MUX' 15 V^m^nUz^. 120 deg C -e 2 V^fSi 

m^^mf^Lxnihhtzm^^Ti^-mf^j^f-)^ 

#b^^fcSI^^7^^5:^*7A'>p■7h</7:?'r 
- (Sg85#!«;T^h7tKP77>:n-'^+;9-> 
=1:5) IZ-cmilL. xh7tKP:77:/-n-^+-9- 

>A^b^sa<kuxas^b^1^s (iiomg)*#fco 

'H NMR (CDCI3) «5 : 1.26-1.61 (6H, m), 
2.30-2.36 (6H, m), 2.83 (2H, t, J= 8.4 Hz), 3.02 
(2H, s), 6.33 (IH, s), 7.01 (IH, d, J = 8.1 Hz), 
7.36-7.49 (4H, m), 7.55 (2H, d, J = 8.4 Hz), 7.66 
(2H, d, J = 8.4 Hz), 7.81 (IH, s), 7.93 (2H, d, J = 
8.1 Hz). 



4' which is acquired with Reference Example 56 -chloro -N- 
[6 - (chloromethyl ) - 7 and 8 -dihydro -2- naphthalenyl ] [1, 
r -biphenyl ] - 4 -carboxamide (225 mg ),piperidine (0.16 
ml ) with N, N- dimethylformamide solution (5 ml ) of 
diisopropyl ethylamine (0.282 ml ) after 15 hoursagitating 
with room temperature , 2 hours was heated with 120 deg C. 

Concenu^ting reaction mixture , it melted residue which it 
acquires in thewater -ethylacetate , extracted with 
ethylacetate . 

extracted liquid was washed with saturated saline , with 
anhydrous magnesium sulfate after drying, the solvent was 
removed under vacuum . 

It refined residue which it acquires with alumina column 
chromatography (developing solvent ;tetrahydrofuran :n- 
hexane =1:5 ), crystaUization did from tetrahydrofiiran -n- 
hexane and acquired title compound (1 10 mg ). 
<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.26 - 1.61 (6 
H, m ), 2.30 - 2.36 (6 H. m ), 2.83 (2 H. t, J= 8.4 Hz ), 3.02 (2 
H, s ), 6.33(1 H, s ), 7.01 (1 H, d. J = 8.1 Hz ), 7.36 - 7.49 (4 
H, m ), 7.55 (2 H, d, J = 8.4 Hz ), 7.66 (2 H, d, J = 8.4 Hz ), 
7.81(1 H,s), 7.93(2H,d,J=8.1Hz). 
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ifciS: 209-211 deg C (iSS<b5SJ«: xh^tKo 

mmm 52 

4'-:7;u;J-p -N-[6-(i -tf 'J i/-;u>5^ ;u)-7,8-*:/ 
tKn-2--^7aiu=.;u][i,r-if7i-;u]-4-*;u;t< 

nfc238] 




melting point : 209-21 1 deg C (ciystallization solvent : 
tetrahydrofuran -n- hexane ) 

Working Example 52 

4' -fluoro -N- [6 - (1 -bipyridinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Foimula 238] 



52 X-mz 6-(l-t:^'jv-;U>5^;i/)-7,8- 

vtKn-2-:i-7^b>75>^fflL^T, mmm 1 1 

'H NMR (CDCI3) 6 : 1.45-1.58 (6H, m), 
2.29-2.37 (6H, m), 2.82 (2H, t, J= 8.0 Hz), 3.01 
(2H, s), 6.33 (IH, s), 6.98-7.93 (12H. m). 

M^: 190-192 deg C (iSS^bSt^E: xh7th*P 
7^>-n-^^1J->) 

[0260] 

mmm 53 

N-[6-(l-tf'^'Ji?-;U;<^;U)-5,6,7,8-xh7tKP 
-2-:^7^'U-;U][l,r-t-7xz:;U]-4-*;U7t?:^-y- 
5K 



lit 239] 




ipro 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 52 - (1 -bipyridinyl methyl ) - making use 
of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.45 - 1.58 (6 
H, m ), 2.29 - 2.37 (6 H, m ), 2.82 (2 H, t, J= 8.0 Hz ), 3.01 (2 
H, s ), 6.33(1 H, s ), 6.98 - 7.93 (12 H, m ). 

melting point : 190-192 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0260] 

Working Example 53 

N- [6 - (1 -bipyridinyl methyl ) - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 239] 



##1511 53 Vmtz 6-(l-e^'Jv-;Upt^ 
;i/)-5,6,7,8-xh^tKP-2-1-7^b>75>^ffl 

'H nmr (CDCI3) 6 : 1.37-1.60 (8H, m), 
1.96-2.00 (2H, m), 2.24-2.44 (5H,m), 2.82-2.93 
(3H, m), 7.09 (IH, d, J = 8.3 Hz), 7.30-7.33 (IH, 
m), 7.38-7.65 (6H, m). 7.70 (2H, d, J = 8.4 Hz), 
7.76 (IH. s), 7.93 (2H, d, J =8.4 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.37 - 1.60 (8 
H, m ), 1,96 - 2.00 (2 H, m ), 2.24 - 2.44 (5 H, m ), 2.82 -2.93 
(3 H, m ), 7.09 (1 H, d, J = 8.3 Hz ), 7.30 - 7.33 (1 H, m ), 
7.38 - 7.65 (6 H, m ), 7.70 (2 H, d, J = 8.4 Hz ), 7.76 (1 H. 
s),7.93{2H,d,J=8.4Hz). 
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Hit: 161-162 deg C (fS®<bii!«:Th7tKP:7 

4'- y )ito -N-[6-(i- e 'J V - ;u ^ ^ 

JU)-5,6,7,8-^h^tKP-2-:>-7^U--ll/][l,l'-lf7 
t^b 240] 



2002-1-9 




xxro 



melting point : 161-162 deg C (crystallization 
solvent :tetrahydrofuran -n- hexane ) 

Working Example 54 

4' -fluoro -N- [6 - (1 -bipyridinyl methyl ) - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 240] 



##^J 53 Vmtz 6-(l-tf'^'Jv--'U>^ 
JU)-5,6,7,8-xh7th*n.2-:^7$iU>75>^ffl 



'H NMR (CDCI3) 6 : 1.36-1.52 (8H, m), 
2.29-2.31 (2H, m), 2.24-2.45 (6H,m), 2.82-2.93 
(3H, m), 7.08-7.33 (4H, m), 7.44 (IH, s), 
7.57-7.66 (4H. m), 7.74 (IH, s), 7.92 (2H, J = 8.1 
Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr(CDCl<sub>3</sub> );de: 1.36 - 1.52 (8 
H, m ), 2.29 - 2.31 (2 H, m ), 2.24 - 2.45 (6 H, m ), 2.82 -2.93 
(3 H, m ), 7.08 - 7.33 (4 H, m ), 7.44 (1 H, s ), 7.57 - 7.66 (4 
H, m ), 7.74 (1 H, s ), 7.92 (2 H. J = 8.1 Hz ). 



Ttm^imm C29H31FN20 tLX 



elemental analysis values C29H31 FN20 doing 



ftS:fll:C, 78.70; H, 



calculated value ".C, 78.70; H, 



|gSHi:C, 78.40; H, 



experimental value :C, 78.40; H, 



7.08; N, 6.33. 



7.08 ;N, 6.33. 



7.09; N, 6.09. 



7.09 ; N, 6.09. 



gt^: 179-181 



melting point : 179-181 * 



crystallization solvent :acetic acid 



jpll 



[0261] 

nnm 55 

4'-<7PP-N-[6-(l-lf'^'Ji?-^U^^^l')-5,6,7,8-x 
h^tKP-2-i-7^U-^l'][l.l*-tf:7i:::;U]-4-* 

[<b24l] 



[0261] 

Working Example 55 

4' -chloro -N- [6 - (1 -bipyridinyl methyl ) - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 241] 
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'H NMR (CDCI3) d : 1.25-1.71 (8H, m), 
1.95-2.00 (2H, m), 2.25-2.45 (6H,m), 2.83-2.93 
(3H, m), 7.09 (IH, d, J = 8.3 Hz), 7.30-7.32 (IH, 
m), 7.43- 7.45 (3H, m), 7.55 (2H, d, J = 8.1 Hz), 
7.65 (2H, d, J = 8.4 Hz), 7.77(1 H, s), 7.93 (2H, d, 
J = 8.1 Hz). 

mi^: 202-203 deg C (fgS<bjtii:xh7tKP:7 
^^-n-'N^-y-^) 

mi&m 56 

5-:j-^V-l-7x^;U-N-[6-(l-tf'<'Jv-;Upt5' 
;U)-5.6,7,8-xh7th*P-2--^7^U-;U]-3-bfn'J 

[<b242] 



uxro 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.25-1.71 (8 
H, m ), 1 .95 - 2.00 (2 H, m ), 2.25 - 2.45 (6 H, m ), 2.83 -2.93 
(3 H, m ), 7.09 (1 H, d, J = 8.3 Hz ), 7.30 - 7.32 (1 H, m ), 
7.43 - 7.45 (3 H, m ), 7.55 (2 H, d, J = 8.1 Hz ), 7.65 (2 H, d, J 
= 8.4 Hz ),7.77 (1 H, s ), 7.93 (2 H, d, J = 8.1 Hz ). 

melting point : 202-203 deg C (crystallization 
solvent :tetrahydrofiiran -n- hexane ) 

Working Example 56 

5 -0X0 -1- phenyl -N- [6 - (1 -bipyridinyl methyl ) - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ] - 3 -pyrrolidine 
carboxamide 

[Chemical Formula 242] 



53 vmtz 6-(i-e^g 

;U)-5,6,7,8-xh^t:KP-2--^-:7^b>75>^ffl 

'H NMR (CDCI3) <5: 1.03-3.33(22H, m), 3.97 
(IH, t, J = 8.4 Hz), 4.21 (IH, dd, J = 6.8, 7.1 Hz), 
6.91-7.63 (9H, m). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.03 - 3.33 
(22 H, m ), 3.97 (1 H, t, J = 8.4 Hz ), 4.21 (1 H, dd, J = 6,8, 
7.1Hz), 6.91-7.63 (9 H,m), 





C27H33N302 tLX 










elemental analysis values 


C27H33N302 doing 


f+©fil:C, 


75.14; H, 7.71; N, 9.74. 










calculated value :C, 


75.14 ;H, 7.71; N, 9.74. 




75.01; H, 7,33; N, 9.43. 
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experimental value :C, 


75.01 ;H, 7.33; N, 9.43. 










16 


-164 °c (i^^itmt^-.mm 








) 


melting point : 16 


crystallization solvent :acetic acid - 164 * 






jpll 


) 


[0262] 

mmm 57 


[0262] 

Working Example 57 







6.(4-'i7a P7x=.;i/)-N-[6-(l-lf ^'Ji?-^1/^^ 6 - (4 -chlorophenyl ) -N- [6 - (1 -bipyridinyl methyl ) - 5, 6, 
;i/)-5,6,7,8--Th7 1 KP-2--f 7^ \/—)l\—^f-y and 8 -tetrahydro -2- naphthalenyl ] nicotinamide 
7SK 




Ut 243] 



xxro 



[Chemical Formula 243] 



;u)-5,6,7,8-xh7tKa-2-:J-:7^b>T5>^ffl 

'H NMR (CDCb) 6 : 1.30-2.40 (16H, m), 
2.82-2.92 (3H, m), 7.09 (IH, d, J= 8.1 Hz), 
7.26-7.48 (4H, m), 7.80 (2H, d, J = 8.7 Hz), 7.99 
(2H, d, J= 8.7 Hz), 8.23 (d, IH, J = 6.3 Hz), 9.11 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.30 - 2.40 
(16 H, m ), 2.82 - 2.92 (3 H, m ), 7.09 (1 H, d, J= 8.1 Hz ), 
7.26 - 7.48 (4 H, m ),7.80 (2 H, d, J = 8.7 Hz ), 7.99 (2 H, d, 
J= 8.7 Hz ), 8.23 (d, IH, J = 6.3 Hz ), 9.1 1 (1 H. s ). 



193-195 °C 




melting point : 193-195 * 


(crystallization solvent rethylacetate ) 




Working Example 58 








o 1 O 







[<b244] 



[Chemical Formula 244] 




53 -X^mfz 6-(l-e'<'Ji?-;i'>f' 
;U)-5.6,7,8-Th^tKn-2--^-7^b:^75>$ffl 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
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'H NMR (CDCI3) S : 1.23-1.61 (7H, m), 
1.96-2.00 (2H, m), 2.24-2.43 (7H,m), 2.80-2.92 
(3H, m), 6.75 (IH, d, J = 3.6 Hz), 7.07 (IH, d, J = 
8.4 Hz), 7.27 (IH, d, J = 3.6 Hz), 7.32-7.42 (4H, 
m), 7.66 (2H, d, J = 8.4 Hz), 8.32 (IH, s). 

[0263] 

mmm 59 

N-[6-(l-lf^'Ji?-;U>^^L')-5,6,7,8--fh7tKP 
-2- 7 $r b - ;U ]-3-(2,4,5- h'JXh4-*>"7i- 



[^b 245] 




of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.23-1.61 (7 
H, m ), 1.96 - 2.00 (2 H, m ), 2.24 - 2.43 (7 H, m ), 2.80 -2.92 
(3 H, m ), 6.75 (1 H, d, J = 3.6 Hz ), 7.07 (1 H, d. J = 8.4 Hz ), 
7.27 (1 H, d, J = 3.6 Hz ), 7.32 - 7,42 (4 H, m ), 7.66 (2 H, d, J 
= 8.4 Hz). 8.32(1 H,s). 

[0263] 

Working Example 59 

N- [6 - (1 -bipyridinyl methyl ) - 5, 6. 7 and 8 -tetrahydro -2- 
naphthalenyl ] - 3 - (2, 4 and 5 -triethoxy phenyl ) - 5 
-isoxazole carboxamide 

[Chemical Formula 245] 



53 X-ntz 6-(l-e^'J V-yU/^ 
;U)-5,6,7,8-Th^tKP-2--f7$'U>T5>^ffl 

'H NMR (CDCI3) 6 : 1.42-1.60 (18H, m), 
1.97-2.36 (7H, m), 2.80-2.95 (3H,m), 4.06-4.18 
(6H, m), 6.58 (IH, s), 7.09 (IH, d, J = 8.4 Hz), 
7.35 (IH, d, J = 8.1 Hz), 7.44 (IH, s), 7.50 (IH, 
s), 7.55 (lH,s), 8.16 (IH, s). 

mmm so 

4-(4-<7 a □ :7i - ;u)-2-'7xr: ;i,-N-[6-(l - tf 'J 
v-;^y^j^)-5,6,7,8-xh7th*P-2-:^3'^l/- 

;u]-i,3-:t^-y-y-;u-5-*;i/7H4^-y-5K 

[it 246] 




title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.42 - 1.60 
(18 H, m ), 1.97 - 2.36 (7 H, m ), 2.80 - 2.95 (3 H, m ), 4.06 
-4.18 (6 H, m ), 6.58 (1 H, s ), 7.09 (1 H, d, J = 8.4 Hz ), 7.35 
(1 H, d, J = 8.1 Hz ). 7.44 (1 H, s ), 7.50 (1 H, s ), 7.55 (1 H, 
s), 8.16(1 H,s). 

Working Example 60 

4 - (4 -chlorophenyl ) - 2 -phenyl -N- [6 - (1 -bipyridinyl 
methyl ) - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] - 1 and 
3 -oxazole -5-carboxamide 

[Chemical Formula 246] 



53 Vmtz 6-(l.e^U v-;Up<^ 
;^)-5,6,7,8-7'h^tKP-2-:^7?^b>T5>^ffl 

'H nmr (CDCI3) d : 1.26-1.58 (7H, m), 
1.90-2.00 (2H, m), 2.22-2.35 (7H,m), 2.70-2.95 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 53 - (1 -bipyridinyl methyl ) - making use 
of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.26 - 1.58 (7 
H, m ), 1,90 - 2.00 (2 H, m ), 2.22 - 2.35 (7 H, m ), 2.70 -2.95 
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(3H. m), 7.06 (IH, d, J = 8.1 Hz), 7.25-7.51 (7H. 
m). 8.04-8.32 (5H, m). 

[0264] 

mnm 61 

4'--i7PP-N-[6-(l-t:P'Jv-;U^^^l')-7,8-vtK 

□-2-•:^7^u-;^][l,^-t^7^-^^]-4-*^^^+ 

[<b247] 




##011 56 -n^z 4'--?aa-N-[6-«7PQy^ 
;u)-7,8-i?tKP-2-:J-:7^u-JU][i,i'-f7x^ 
;U]-4-*;i/7t?dp-9-5K* fflt^T. mMM 51 tmi^ 

'H NMR (CDCb) 6 : 1.83 (4H, s), 2.35 (2H, t, J 
= 8.1 Hz), 2.52 (4H, s),2.84 (2H, t, J = 8.1 Hz), 
3.18 (2H, s), 6.36 (IH, s), 7.02 (IH. d, J =8.4 
Hz), 7.39-7.56 (6H, m), 7.66 (2H, d, J = 7.5 Hz). 
7.82 (IH, s), 7.93(2H, d, J = 7.5 Hz). 

Itj^: 185-187 deg C (igS^biS^: rh^tKP 
;77>-n-'^*-9->) 

mmm 62 

5.(4-'?PD7x^;U)-N-[6-(l-tfP'Ji^-JU^^ 

;u)-7,8-i;tKP-2-:^7^u-^n-2-tfge;>*;u 

[^b248] 




##011 56 X-mtz 4'-<7PP-N-[6-(^PP/^ 
;i.)-7,8-i;tKP-2-:^7^l/--(U][l,l'-t^:?3:^ 

;i.]-4-*jU7i?^ti-5K$fflt^t:, 111(501151 tmB 

'H NMR (CDCI3) 5 : 1 80 (6H, s), 2.37 (2H, t, J 
= 8.1 Hz). 2.52 (4H, s),2.87 (2H, t, J = 8.1 Hz). 



2002-1-9 

(3 H, m ), 7.06 (1 H, d, J = 8.1 Hz ). 7.25 - 7.51 (7 H, m), 
8.04-8.32 (5H.m). 

[0264] 

Working Example 61 

4' -chloro -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 247] 



title compound was acquired by doing operation of being 
similar to the Working Example 51 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .83 (4 H, s ), 
2 35 (2 H, t, J = 8.1 Hz ), 2.52 (4 H, s ), 2.84 (2 H, t, J = 8.1 
Hz ), 3.18 (2 H, s ), 6.36 (1 H, s ),7.02 (1 H, d, J =8.4 Hz ), 
7.39 - 7.56 (6 H, m ), 7.66 (2 H, d, J = 7.5 Hz ), 7.82 (1 H, s ). 
7.93 (2 H,d, J = 7.5 Hz). 

melting point : 185-187 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

Working Example 62 

5 - (4 -chlorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- n^hthalenyl ] • 2 -pyridine carboxamide 

[Chemical Formula 248] 



title compound was acquired by doing operation of being 
similar to the Working Example 51 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1. 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.80 (6 H, s ), 
2.37 (2 H, t, J = 8.1 Hz ), 2.52 (4 H. s ). 2.87 (2 H, t, J = 8.1 
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3.18 (2H, s), 6.37 (IH, s), 7.03 (IH, d, J =7.8 
Hz), 7.48-7.61 (6H, m), 8.04 (IH, dd, J = 8.1, 2.1 
Hz), 8.35 (IH, d,J = 8.1 Hz), 8.78 (IH, s), 9.95 
(1H.S). 

[0265] 

mi&^ 63 

4-(4- e 'J i/ - Jl )-N-[6-(l- tf □ U - > 
;U)-7,8--:;tKP-2--f7^'L'-;U]'<>X75K 

[^b 249] 

T 




Hz ), 3.18 (2 H, s ), 6.37 (1 H, s ),7.03 (1 H, d, J =7.8 Hz ), 
7.48 - 7.61 (6 H, m ), 8.04 (1 H, dd, J = 8.1, 2.1 Hz ), 8.35 (1 
H, d, J = 8.1 Hz ). 8.78 (1 H, s ), 9.95 (1 H, s ). 

[0265] 

Working Example 63 

4 - (4 -pyridinyl ) -N- [6 - (1 -pyrrolidinyl metiiyl ) - 7 and 8 
-dihydro -2- naphthalenyl ] benzamide 

[Chemical Formula 249] 



##0lJ 54 T'#fc 6-(l-trP'Jv-;U^5^^U)-7,8- 

'H NMR (CDCI3) d : 1.79-1.83 (6H, m), 2.35 
(2H,t, J = 8.1 Hz), 2.53 (4H,s), 2.73 (2H, t, J = 
8.1 Hz), 3.18 (2H, s), 6.36 (IH, s), 7.02 (IH, d,J 
= 7.8 Hz), 7.38 (IH, d, J = 8.1 Hz), 7.48 (IH, s), 
7.71-7.78 (4H, m),7.89 (IH, s), 7.99 (IH, d, J = 
8.4 Hz), 8.32 (2H, d, J = 8.4 Hz). 

lli!i£«iJ64 

4'-^pp-N-(6-[(4-:7i-;i/-i-tf'<'Jt/-;i/)^f^ 
;u]-7,8--:xtKp-2--f7^u-;u][i,r-t*:7x^ 

^U]-4-*;U7t?4p-th5K 
lit 250] 




;U)-7,8-vtKP-2.:t-7?^U-;U][l,r-e:7x^ 



NMR (CDCI3) d : 1.83-2.10 (6H, m), 2,37 
(2H, t, J = 8.1 Hz), 2.47-2.54 (IH, m), 2.86 (2H, 
t, J = 8.1 Hz), 3.03-3.10 (2H, m), 3.10 (2H, s), 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.79 - 1.83 (6 
H, m ), 2.35 (2 H, t, J = 8.1 Hz ), 2.53 (4 H, s ), 2.73 (2 H, t, J 
= 8.1 Hz ), 3,18 (2 H, s ), 6.36(1 H, s ), 7,02 (1 H, d, J = 7.8 
Hz ), 7.38 (1 H, d, J - 8.1 Hz ). 7.48 (1 H, s ), 7.71 - 7.78 (4 
H, m ), 7.89 (1 H, s ), 7.99 (1 H, d, J = 8.4 Hz ), 8.32(2 H, d, J 
= 8.4 Hz ). 

Working Example 64 

4' -chloro -N- [6 - [ (4 -phenyl -1- bipyridinyl ) methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ] [1, T -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 250] 



title compound was acquired by doing operation of being 
similar to the Working Example 5 1 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.83 - 2.10 (6 
H, m ), 2,37 (2 H, t, J = 8.1 Hz ), 2.47 - 2.54 (1 H, m ), 2.86 (2 
H, t, J = 8.1 Hz ), 3.03 -3.10 (2 H, m ), 3.10 (2 H, s ), 6.37 (1 
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6.37 (IH, s), 7.03 (IH, d, J = 8.4 Hz), 7.19-7.57 
(IIH. m), 7.66 (2H. d, J= 8.4 Hz), 7.81 (IH, s), 
7.94(2H,d,J = 8.4Hz). 

228-230 deg C (SSfa^kSS^: xh^tKn 
[0266] 

mmm 65 

4•./7Pa-N-[6-(4-^;^7K'J-^^>^^^)-7.8->t:K 
a-2.:^7^^-^^][l,l'-t^^^-^^]-4-*^^^''f■ 
•9-5K 

[<k25l] 




##151) 56 -nm- 4'-'9aa.N-[6-('^ao-^^ 
)\.)-7,%.iy\i\^a-2-i-z>^i^-)\^][i,r-^y^^ 

;u]-4-*;b7HJF-y-5K$ffl»'^ts mmmsi tmm 

•H NMR (CDCI3) 6 : 2.34 (2H, t, J = 7.8 Hz), 
2 45 (4H, s). 2.84 (2H, t,J = 7.8 Hz), 3.06 (2H, s), 
3.73 (4H, s), 6.36 (IH, s), 7.02 (IH, d, J =8.1 
Hz), 7.36-7.57 (6H, m), 7.67 (2H, d, J = 8.4 Hz), 
7.80 (IH, s), 7.94(2H, d, J = 8.4 Hz). 
M^: 194-196 deg C (^S^b5S!«: Th^tKO 



4'-<7PP-N-(6-[[^^^l'(2-:7x^;UX^^U)75/] 
pt^JU]-7,8-vtKP-2-:>-7^b-JU)[l,l'-t7i 
-;|,].4-*;i.7t?dF-9-5K 



[<b252] 
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H, s ), 7.03 (1 H, d, J = 8.4 Hz ), 7.19 - 7.57 (11 H. m ), 7.66 
(2 H. d. J= 8.4 Hz ), 7.81 (1 H, s ).7.94 (2 H. d, J = 8.4 Hz ). 

melting point : 228-230 deg C (crystallization solvent : 
tetrahydrofiiran -n- hexane ) 

[0266] 

Working Example 65 

4' -chloro -N- [6 - (4 -morpholinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1. 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 251] 



title compound was acquired by doing operation of being 
similar to the Working Example 51 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2 34 (2 H, t, J 
= 7.8 Hz ), 2.45 (4 H, s ), 2.84 (2 H. t, J = 7^8 Hz ) 3^06 (2 H 
s ), 3.73 (4 H, s ). 6.36 (1 H, s ),7.02 (1 H, d, J =8.1 Hz ) 7.36 
! 7.57 (6 H. r; ), 7.67 (2 H, d, J = 8.4 Hz ), 7.80 (1 H. s ), 7.94 
(2H,d,J = 8.4Hz). 

melting point : 194-196 deg C (crystallization solvent : 
tetrahy(i'ofuran -n- hexane ) 

Working Example 66 

4' -chloro -N- (6 - [[methyl (2 -phenylethyl ) amino ] methyl ] 
- 7 and 8 -dihydro -2- naphthalenyl ) [1, 1' -biphenyl ] - 4 
-carboxamide 
[Chemical Formula 252] 



.A mt- 4- >^ P P N-r6-(^7 P P title compound was acquired by doing operation of being 

ffn^l /♦t?^^+%^U-ll[l r-e^ similartotheWorkingExample51 4' which is acquired with 

K^^^^^^^^^^ ReferenceExample56-chloro-N-[6-(ch,oromethyl)-7 
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'H NMR (CDClj) 6 : 2.25-2.32 (2H, m), 2.32 
(3H, s), 2.60-2.66 (2H. m), 2.77-2.83 (4H, m), 
3.10 (2H, s), 6.32 (IH, s), 6.93-7.95 (16H. m). 

m^: 173-175 deg C (^a<b58«: xh^tKa 
[0267] 

67 

4'-^PP-N-[6-[(>f-;U7-'J>')J'^^U]-7,8--:/t 

KP-2--^-7$fU-;u][ 1 , r-bf:7x-;u]-4-*;i/7t?4^ 

■9-5K 



nb253] 
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and 8 -dihydro -2- naphthalenyl ] [1, T -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.25 - 2.32 (2 
H, m ), 2.32 (3 H, s ), 2.60 - 2.66 (2 H, m ), 2.77 • 2.83 (4 H, 
m ),3.10 (2 H. s ), 6.32 (1 H, s ), 6.93 - 7.95 (16 H, m ). 

melting point : 173-175 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0267] 

Working Example 67 

4' -chloro -N- [6 - [ (methyl anilino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, T -biphenyl ] - 4 -carboxamide 

[Chemical Formula 253] 



56 Vntz 4'-->PP-N-[6-(^PP^5^ 

;i/)-7,8-vtKP-2-:^:7^b-;i/][i,r-e3?xn 
;u]-4-*;u7t?+-9-sK^fflt^r. Slfis^J5i tmm 

'H NMR (CDCI3) <5 : 2.20-2.30 (2H, m), 2.25 
(3H, s), 2.85-2.90 (2H, m), 3.00 (2H, s), 6.30 
(IH, s). 6.74-7.95 (146H, m). 

m^: 177-179 deg C (m^itfU^: xh^tKP 
3^^>-n-^^-tl->) 

mmm 68 

4'-^PP.N-[6-[(4-:7x-;i.-l-e^^V-^U)>«5' 

;u]-7,8-vtKP-2-:^:7^iU-;u][i,r-t::7x- 
;u]-4.*jU7t?+"9"5K 

Ut 254] 




title compound was acquired by doing operation of being 
similar to the Working Example 5 1 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2,20 - 2.30 (2 
H, m ), 2.25 (3 H, s ), 2.85 - 2.90 (2 H, m ), 3.00 (2 H, s ), 
6.30(1 H, s ), 6.74 - 7.95 (146 H, m ), 

melting point : 177-179 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

Working Example 68 

4' -chloro -N- [6 - [ (4 -phenyl -1- piperazinyl ) methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ][!,!' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 254] 



56 Vntz 4'-':7PP.N-[6-(^PP>5^ 
;U).7,8-vtKP-2.:J-7^b— ;i/][i,r-e37x- 



title compound was acquired by doing operation of being 
similar to the Working Example 5 1 4' which is acquired with 
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'H NMR (CDCI3) <5 : 2.37 (2H, t, J = 8.1 Hz), 
2.62 (4h, S), 2.86 (2H, t,J = 8.4 Hz), 3.13 (2H, s), 
3.22 (4H, s), 6.39 (IH, s), 6.85-7.95 {16H, m). 

228-230 deg C (jffiS^bjSJft: xh^tKn 

^^^-n-'^^-y-^) 

[0268] 
Ute^J 69 

4'.<? a □-N-[6-[[[2-C:?-''^;UT5y)X^;U](/5^ 
) T S y ] ^ ]-7,8- i/ 1 K P -2- :^ ^ L/ - 

;u][i,i'-f7x^;u]-4-*;u7K^-9-5K 

[^b 255] 

9H3 




56 T*?»fc 4'-<7Pn-N-[6-«7Pny^ 

jU)-7,8-vtKn-2-:^75ib-;u][i,i'-i=3'x- 

NMR (CDCI3) S : 2.25 (6H, s), 2.26 (3H, s), 
2.33 (2H, t, J - 8.1 Hz), 2.44-2.50 (4H, m), 2.84 
(2H, t, J = 8.1 Hz), 3.07 (2H, s), 6.35 (IH, s), 
7.02 (IH, d, J = 8.4 Hz), 7.37-7.57 (6H, m), 7.67 
(2H, d, J = 8.1 Hz), 7.80 (IH, s), 7.94 (2H, d. J = 
8.4 Hz).14i^: 156-158 deg C {^^itMU: "fh 
^tKP3?7>-n.^+-tl">) 



m 



70 



4'. y j\,t o -N-[6-(4- ^ ;u Ttx u - ;u ^ 5" 
;u)-5.6,7,8.ThvtKP-2.:h:7$ru-;u][i,r-tf:7 
x-jU]-4-*Jl//+N+-9*£K 

[it 256] 
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Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, r -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.37 (2 H, t, J 
= 8.1 Hz ), 2.62 (4 h, S ), 2.86 (2 H, t, J = 8.4 Hz ), 3.13 (2 H, 
s ), 3.22 (4 H. s ), 6.39 (1 H, s ),6.85 - 7.95 (16 H, m ). 

melting point : 228-230 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0268] 

Working Example 69 

4* -chloro -N- [6 - [[[2 - (dimethylamino ) ethyl ] (methyl ) 
amino ] methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, V 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 255] 



title compound was acquired by doing operation of being 
similar to the Working Example 51 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, s ), 
2,26 (3 H, s ), 2.33 (2 H, t, J = 8.1 Hz ), 2.44 - 2.50 (4 H, m ), 
2.84 (2 H, t, J = 8.1 Hz ), 3.07(2 H, s ), 6.35 (1 H, s ), 7.02 (1 
H, d, J = 8.4 Hz ), 7.37 - 7.57 (6 H, m ), 7.67 (2 H, d, J = 8.1 
Hz ), 7,80 (1 H, s ), 7.94 (2 H, d, J = 8.4 Hz ).melting point : 
156-158 deg C (crystallization solvent : tetrahydrofuran -n- 
hexane ) 

Working Example 70 

4* -fluoro -N- [6 - (4 -morpholinyl methyl ) - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 256] 
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57 V^tz 6-(4-^ ;U7n'J:=.;Uptf^ 

'H NMR (CDCI3) 6 : 1.40-1.50 (IH, m), 
1.90-2.10 (2H, m), 2.29-2.45 (7H,m), 2.80-2.92 
(3H, m), 3.72-3.75 (4H, m), 7.07-7.33 (4H, m), 
7.46 (IH, s), 7.56-7.66 (4H, m), 7.78 (IH, s). 
7.92 (2H,d, J = 8.1 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 57 - (4 -morpholinyl methyl ) - making 
use of 5, 6, 7 and 8-tetrahydn> -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.40-1 .50 (1 
H, m ), 1.90 - 2.10 (2 H, m ), 2.29 - 2.45 (7 H, m ), 2.80 -2.92 
(3 H, m ), 3.72 - 3.75 (4 H, m ). 7.07 - 7.33 (4 H, m ), 7.46 (1 
H, s ), 7.56 - 7.66 (4 H, m ), 7.78(1 H, s ), 7.92 (2 H, d, J = 8.1 
Hz ). 





188 


190 










) 


melting point : 


188 


190 


* 


crystallization solvent :acetic acid [e ] 


jp8 


jpll 


) 



[0269] 

mmm i\ 

4'.^PP-N-[6-(4.^;U7t^U-;U>^;U)-5,6,7,8-x 

h^tK□-2-:^:7^Ib-JU][l,r-e:7x-;^]-4-* 



[0269] 

Working Example 7 1 

4' -chloro -N- [6 - (4 -morpholinyl methyl ) - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ][!,!* -biphenyl ] - 4 
-carboxamide 




a 

lit 257] 



[Chemical Formula 257] 



57 vntz 6-(4-^;U;^U-;U-^^ 
;U)-5,6,7,8-xH^tKP-2-:h^^b>7S>^ffl 

nmr (CDCI3) 5 : 1.40-1.50 (IH, m), 
1.90-2.10 (2H, m), 2.32-2.45 (7H,m), 2.80-2.90 
(3H, m), 3.70-3.80 (4H, m), 7,10-7.92 (12H, m). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 57 - (4 -morpholinyl methyl ) - making 
use of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.40 - 1.50 (1 
H, m ), 1.90 - 2.10 (2 H, m ), 2.32 - 2.45 (7 H, m ), 2.80 -2.90 
(3 H, m ), 3,70 - 3.80 (4 H, m ), 7.10 - 7.92 (12 H, m ). 





216-218 °C 




melting point : 


216-218 * 


(crystallization solvent :ethylacetate ) 


mmm 


72 














Working Example (s ) 


72 



^tKP-2--J-:7^L/-^l/]-2-7x^;U-5-bf' JSv> 
lit 258] 



[rahidoro ] - 2 -naphthalenyl ]-2- phenyl -5-pyrimidine 
carboxamide 

[Chemical Formula 258] 



Page 235 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



2002-1-9 




;ccro 



57 x-mtz 6-(4-=E;U7tx'J-;uy^ 
;U)-5,6,7,8-xK^tKP-2-:>-7^U>7S>^ffl 

'H NMR (CDCI3) <5 : 1.40-1.50 (IH, m), 
1.95-2.05 (2H, m), 2.29-2.45 (7H,m), 2.80-2.95 
(3H, m), 3.73 (4H, t, J = 4.5 Hz), 7.10 (IH, d, J = 
8.1 Hz), 7.32 (IH, d, J = 8.1 Hz), 7.42 (IH, s), 
7.49-7.56 (3H, m), 8.25 (lH,s), 8.48 (2H, d, J = 
6.6Hz),9.20(lH,s) 

[0270] 

N-[6-(4-=E;U7h'J-;i//f"^l')-5,6,7,8-Th7t:h*P 

-2-:^3'^b-;^]-2-:7x— ;i/-5-bf'j5v>*;ujt? 



Ut 259] 




72 -x^mz 4-<;na-N-[6-(4-^;un^'J-;u 

y^;^)-5,6,7,8-xK^tKP-2-:^7$'^:L;^]-2-:7 
i^;U-5-tf'J5i?>*^l'7K^-9-5K*ffl>'^'C.# 

48 tmmom^^^oztizM.Mit 

'H NMR (CDCI3) 6 : 1.21-1.30 (IH, m), 
1.93-2.03 (2H, m), 2.28 -2.44 (7H,m), 2.80-2.90 
(3H, m), 3.73 (4H, t, J = 4.8 Hz), 7.07 (IH, d, J = 
8.1 Hz), 7.26 -7.30 (IH, m), 7.39 (IH, s). 
7.51-7.53 (3H, m). 8.00 (IH, s), 8.50 (2H, dd, J = 
8.1, 2.4 Hz), 9.21 (2H,s) 

l|]!iS^5<l74 

N-[6-[(vX^;UT5/)p'5^^l']-7,8-i?tKP-2--^- 

7^b-;u][i,r-if:7x^;u]-4-*;U7K='r-y-5K 

lit 260] 



tide compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 57 - (4 -morpholinyl methyl ) - making 
use of 5, 6, 7 and 8-tetrahydro -2- naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .40 - 1 .50 (1 
H, m ), 1.95 - 2.05 (2 H, m ), 2.29 - 2.45 (7 H, m ), 2.80 -2.95 
(3 H, m ), 3.73 (4 H, t. J = 4.5 Hz ), 7.10 (1 H, d, J = 8.1 Hz ), 
7.32 (1 H, d, J = 8.1 Hz ), 7.42 (1 H, s ), 7.49 - 7.56 (3 H, m ), 
8.25 (1 H, s ),8.48 (2 H, d, J = 6.6 Hz ), 9.20 (1 H, s ) 

[0270] 

Working Example 73 

N- [6 - (4 -morpholinyl methyl ) - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] - 2 -phenyl -5-pyrimidine carboxamide 

[Chemical Formula 259] 



title compound was acquired by doing operation of being 
similar to the Reference Example 48 4 -chloro -N- where it 
acquires with Working Example 72 [6 - (4 -morpholinyl 
methyl ) - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] - 
making use of 2-phenyl -5-pyrimidine carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .21 - 1.30 (1 
H, m ), 1 .93 - 2.03 (2 H, m ), 2.28 - 2.44 (7 H, m ), 2.80 -2.90 
(3 H, m ). 3.73 (4 H, t, J = 4.8 Hz ), 7.07 (1 H, d, J = 8.1 Hz ), 
7.26 - 7.30 (1 H. m ), 7.39 (1 H, s ), 7.51 - 7.53 (3 H, m),8.00 
(1 H, s ), 8.50 (2 H, dd, J = 8.1. 2.4 Hz ), 9.21 (2 H, s ) 

Working Example 74 

N- [6 - [ (diethyl amino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 260] 
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PA 



58 T♦^#fc N-[6-(^aP>T;U)-7,8-vtK 

p-2--:f7^b-;u][i,r-t':7i-;i']-4-*;U7t<^ 

'H NMR (CDCI3) d : 1.24 (6H, t, J = 7.2 Hz), 
2.33 (2H, t, J = 5.1 Hz), 2.53 (4H, q, J = 7.2 Hz), 
2.84 (2H, t, J = 5.1 Hz), 3.11 (2H, s), 6.36 (IH, 
s), 7.02 (IH, d, J = 8.1 Hz), 7.37-7.50 (5H, m), 
7.63 (2H, d, J = 8.7Hz), 7.71 (2H, d, J = 8.4 Hz), 
7.79 (IH, s), 7.93 (2H, d, J = 8.4 Hz). 

m^: 153-155 deg C (SSS^bJgjS: xh^tKP 
•77>-n-'^+-9->) 

[0271] 

mmm is 

4-(2-'<>'/[b]:77-;U)-N-[2-(N,N-i/y^;U75 
>')>^;i/-6-xh7'J-;U]'<>X75K 

lit 261] 



title compound was acquired by doing operation of being 
similar to the Working Example 51 N- which is acquired with 
Reference Example 58 [6 - (chloromethyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ][\,V -biphenyl ] - making use of4 

-carboxamide . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .24 (6 H, t, J 
= 7.2 Hz ), 2.33 (2 H, t, J = 5.1 Hz ), 2.53 (4 H, q, J = 7.2 
Hz ), 2.84 (2 H,t, J=5.1 Hz), 3.11 (2 H,s), 6.36(1 H, 
s ),7.02 (1 H, d, J = 8.1 Hz ), 7.37 - 7.50 (5 H, m ), 7.63 (2 H, 
d, J = 8.7Hz ), 7.71 (2 H, d. J = 8.4 Hz ). 7.79 (1 H, s ), 7.93 
(2 H, d, J = 8.4 Hz ). 

mehing point : 153-155 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0271] 

Working Example 75 

4 - (2 -benzo [b ] furanyl ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] benzamide 

[Chemical Formula 261] 



6-75y-2-(N,N.vp«^;uTsy)p«5^;i/xi-^u> 

16^:192-194 deg C( $SS<bJ§J«:xh^tKP:7 
4-(3-yh+i/^>i/;U;i-+v)-N-[2-(N.N-i;^^ 

;u75y)p«^;u-6-xh^'J-;u]^>X75K 

lit 262] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point : 192- 194 deg C ( crystallization 
solvent itetrahydrofuran -isopropyl ether ) 

Working Example 76 

4 - (3 -methoxy benzyloxy ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] benzamide 

[Chemical Formula 262] 
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XXXC 



6-75>'-2-(N,N-i?>'f^;i'75y)y^;i'TK-7'J> 

114^:102-104 degC($gSikj§J«:'fV^PejUX 
[0272] 

4-(4-7;U^P'<>i^^U^+v)-N-[2-(N,N-VJ/^ 
Mb 263] 




6-TS/-2-(N,N-v^^;U7S/)>^-'l'-rhv'J> 
S!!ljt:165-167 deg CCfSrB-lbjS^ixK^tKP^ 



4.[4-( / 5^ ;u X ;i/ 7 T - -lU ) ^ > ^^ 
i/]-N-[2-(N,N-v;*^;^75^)>^-'^-6-^'h7'J 

z:;U]/<>X75K 



[<b264] 




6-75y-2-(N.N--:;^T;U7S/)>^;i/-rh7'J> 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point -.102-104 deg C (crystallization 
solvent :isopropyl ether ) 

[0272] 

Working Example 77 

4 - (4 -fluoro benzyloxy ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] benzamide 

[Chemical Formula 263] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point -.165-167 deg C (crystallization 
solvent :tetrahydrofuran -hexane ) 

Working Example 78 

4 - [4 - (methyl sulfanyl ) benzyloxy ] -N- [2 - (N, N- 
dimethylamino ) methyl -6- [tetorariniru ] ] benzamide 

[Chemical Formula 264] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
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§1,^:162-163 deg C(SgS<b5§Ji:xh7tKQ7 
[0273] 

mmm 79 

4-(4-X^;U/<>VjU:*-^v).N.[2-(N.N-v>5^ 
;U75y)y5^jU-6-xh^U-;U]^>X75K 



[it 265] 




6.75-/-2-(N,N-vy^;UT5y)pt^;Uxh7'J> 

14^:120-122 deg C($gS<bj§jei:xh^tKP:7 
80 

(4'-y^;ue7x-;U-4-f ;U).N-[2-(N,N-v/5' 

;u75/)^^;u-6-xh^'J-;u]*;U7t?^-tl-5K 



[<b 266] 




6-T5y-2-(N,N-VP<^;UT5/)y^;Ui^h^U> 

14^:181.182 deg C($Sa<bJ§j«:RKxf-JU.^ 
[0274] 

mmm si 

(2',4'-v^PPt*'7xx;U^-^;U).N-[2-(N,N-vy 
^;U75y)>^>U-6-xh^'Jx;U]*;U7n+-y-5K 

lit 267] 



doingoperation of being similar to Working Example 4. 

melting point : 162- 163 deg C (crystallization 
solvent :tetrahydrofuran -hexane ) 

[0273] 

Working Example 79 

4 - (4 -ethyl benzyloxy ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] benzamide 

[Chemical Formula 265] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point : 120- 122 deg C (crystallization 
solvent :tetrahydrofuran -isopropyl ether ) 

Working Example 80 

(4' -methylbiphenyl -4- yl ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] carboxamide 

[Chemical Formula 266] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point : 181-1 82 deg C (crystallization 
solvent :ethylacetate -hexane ) 

[0274] 

Working Example 81 

(2' and 4* -dichloro biphenyl -4- yl ) -N- [2 - (N, N- 
dimethylamino ) methyl -6- [tetorariniru ] ] carboxamide 

[Chemical Formula 267] 
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cr 




6-75>'-2-(N,N-i?y 5^;i/T5/)>^ ^I'T 'J > 
iaja:188-189 deg C(fgft<b»J«:T-h7tKa7 

4.(5-<7PP-2-5'X-;U)-N-[2-(N,N-i?>^^U75 
C-lb 268] 




6-TS/-2-(N,N-i>>^;UT5^)^^^l'Xh7'J> 

mi^:\67-\69 deg C(!|SrB<bjtJ«:KilX^jU-^ 
[0275] 

mMm 83 

(3'-'i7QPt*7x:^;U-4-'i';U)-N-[2-(N,N-v>5^;i/ 

T5>')>^;^-6-TK7'J-;^]*^^^+■9■5^-* 

Ut 269] 




jocrc 



6-TS/-2-(N,N-vy^;UTSy)y^;Uxh7U> 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point : 188-1 89 deg C (crystallization 
solvent itetrahydrofuran -hexane ) 

Working Example 82 

4 - (5 -chloro -2- thienyl ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] benzamide 

[Chemical Formula 268] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point : 167- 169 deg C (crystallization 
solvent :ethylacetate -hexane ) 

[0275] 

Working Example 83 

(3' -chloro biphenyl -4- yl ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] carboxamide 

[Chemical Formula 269] 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 
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gkjt:138-139 deg C(ISS<b5§St:xK7tKn7 

(2'-'?Pat*7i-^U-4-'f;U)-N-[2-(N,N-vyf-;U 
C<b270] 




C 



melting point :138-139 deg C (crystallization 
solvent :tetrahydrofuran -isopropyl ether ) 

Working Example 84 

(2' -chloro biphenyl -4- yl ) -N- [2 - (N, N- dimethylamino ) 
methyl -6- [tetorariniru ] ] carboxamide 

[Chemical Formula 270] 



6-75/-2-(N,N-vy5^;U75>')^5^;L'Xh^U> 

m^ik^mi^x. mmm 4 tmmom^i:^ 

14^:176-177 deg C(fSS^bj$J«:xh7tKP7 
[0276] 

mv&m 85 

4'->T;U-N-[6-[(N,N-v/^;U75y)^5^;U]-7,8- 

i?tKp-2--f7^'L'-;u][i,r-t*7x:i;u]-4-*;i/ 



[<b27l] 




title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 

melting point : 176-1 77 deg C (crystallization 
solvent :tetrahydroiuran -hexane ) 

[0276] 

Working Example 83 

4' -methyl -N- [6 - [ (N, N- dimethylamino ) methyl ] - 7 and 
8 -dihydro -2- naphthalenyl ] [1, 1" -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 271] 



41 (D 2)X'mz 6-[(N,N-i^>^;i/75y)> 
T;^]-7,8-vtKP-2-:^7^^^>75>^fflL^r. 

1 mmomYf^^o^tiz^^j.mmit 



'H-NMR (CDClj) 6 : 2.25 (6H,s), 2.33 (2H, t, J 
= 8.1 Hz), 2.41 (3H, s),2.84 (2H, t, J = 8.1 Hz), 
2.98 (2H, s), 6.33 (IH, s), 7.01 (IH, d, J = 7.8 
Hz), 7.39 (IH, d, J = 8.4 Hz), 7.48 (IH, s), 7.52 
(2H, d, J = 7.8 Hz), 7.67 (2H, d, J = 8.1 Hz), 7.84 
(IH, s), 7.91 (2H,d,J = 8.1 Hz). 



title compoimd was acquired by doing operation of being 
similar to the Working Example 1 Working Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.33 (2 H, t, J = 8.1 Hz ), 2.41 (3 H, s ), 2.84 (2 H, t, J = 
8.1 Hz ), 2.98 (2 H, s ), 6.33 (1 H, s ),7.01 (1 H, d, J = 7.8 
Hz ), 7.39 (1 H, d, J = 8.4 Hz ), 7.48 (1 H, s ), 7.52 (2 H, d, J 
= 7.8 Hz ), 7.67 (2 H, d, J = 8.1 Hz ), 7.84 (1 H, s ), 7.91 (2 H, 
d,J = 8.1Hz). 



C27H28N20 tLX 
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elemental analysis values 


C27H28N20 doing 






l+^fil:C, 


81.78; H, 7.12; 


N. 


7.06 


calculated value :C, 


81.78 ;H, 7.12; 


N. 


7. 06 


^i^fil:C. 


81.51; H, 7.22; 


N, 




experimental value :C, 


81.51 ;H, 7.22; 


N, 


6. 93 



y^fptfvux — r^) [sopuropirueeteru ]) 

^jl^ 86 Working Example 86 

4.v<7P/s:^v;U-N-[6-[(N,N-VP'^;U75>/)^ 4 -cyclohexyl -N- [6 - [ (N, N- dimethylamino ) methyl ] - 

^ ;i/]-7,8-i^tKP-2--^'7^L'-.'U]'^>^75K and 8 -dihydro -2- naphthalenyl ] benzamide 




lit 272] 



Iltl6«<] 41 <D 2)-el#fc 6-[(N,N-•^><^'5'^^7S/).?^ 
T;U]-7,8-vth*P-2-:h7^'U>75>$fflt^T. 

'H-NMR (CDCI3) <5 : 1.20-1.52 (4H,m), 
1.71-1.96 (6H, m), 2.25 (6H, s), 2.33 (2H, t, J = 
8.1 Hz), 2.50-2.62 (IH, m), 2.84 (2H, t, J = 8.1 
Hz), 2.99 (2H, s), 6.33 (IH, s), 7.00 (IH, d, J = 
7.8 Hz), 7.31 (2H, d, J = 8.1Hz), 7.36 (IH, d, J = 
7.8 Hz), 7.46 (IH, brs), 7.75 (IH, s), 7.78 (2H,d, 
J = 8.1 Hz). 

m/S: 179-181 deg C («Sga<bj§J«:ftKx^jU- 

v-<v:^ptf;ux-T;u) 

[0277] 

m^m 87 

6-(2,4-i;7 ;u;l- P 7i-;U)-N-[6-[(l-lf a 'J i?- 
;i/)p«f^;u]-7,8-*>tKP-2-:*-7^U-;i/]-=iT> 
75K 

Ut 273] 



[Chemical Formula 272] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 Working Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.20- 1.52(4 
H, m ), 1.71 - 1.96 (6 H, m ), 2.25 (6 H, s ), 2.33 (2 H, t, J = 
8.1 Hz ), 2.50 -2.62 (1 H. m ), 2.84 (2 H, t, J = 8.1 Hz ), 2.99 
(2 H, s ), 6.33 (1 H, s ), 7.00 (1 H, d, J = 7.8 Hz ), 7.31 (2 H, 
d, J = 8.1Hz ), 7.36 (1 H, d, J = 7.8 Hz ), 7.46(1 H, brs ), 7.75 
(1 H,s),7.78(2H,d,J = 8.1Hz). 

melting point : 179-181 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether) 

[0277] 

Working Example 87 

6 - (2 and 4 -difluoro phenyl ) -N- [6 - [ (1 -pyrrolidinyl ) 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] nicotinamide 

[Chemical Formula 273] 
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54 X-mz 6-(l-t°n'Jv-;U/f^;U)-7,8- 

tZo 

'H-NMR (CDCI3) <S : 1.81 (4H, m), 2.37 (2H, t, 
J = 8.1 Hz), 2.54 (4H, m), 2.86 (2H, t, J = 8.1 
Hz), 3.18 (2H, s), 6.37 (IH, s), 6.93 (IH, m), 7.04 
(2H, m), 7.38 (IH, m), 7.47 (IH, s), 7.77 (IH, s), 
7.91 (IH, m), 8.13 (IH, m), 8.24 (IH, m), 9.16 
(lH,s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.81 (4H, 
m ), 2.37 (2 H, t, J = 8. 1 Hz ), 2.54 (4 H, m ), 2.86 (2 H, t, J = 
8.1 Hz ), 3.18 (2 H, s ), 6.37 (1 H, s ),6.93 (1 H, m ), 7.04 (2 
H, m ), 7.38 (1 H, m ), 7.47 (1 H, s ), 7.77 (1 H, s ), 7.91 (1 H, 
m ), 8.13 (1 H, m ), 8.24(1 H, m ), 9.16 (1 H, s ). 





C27H26F2N30i:LT 


elemental analysis values 


C27 H26 F2N3 0 doing 


ft^fil:C, 


72.79; H, 5.66; N, 9.43 






calculated value :C, 


72.79 ; H, 5.66; N, 9.43 








:C, 


72.65; H, 5.52; N, 9.73 






experimental value 


:C, 


72.65 ;H, 5.52; N, 9.73 







mt&m 88 

4'. 7 ;u :i" □ -N-[6-[(N,N. ^ 5^ ;u T 5 / ) p< 5^ 
;L/]-5,6,7,8-xh^tKa-2.:>-:7^uii;u][i,r.e:7 
x^;u]-4-:^;U7t?+-9-5K 

[<b274] 



[sopuropirueeteru ]) 
Working Example 88 

4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 
and 8 -tetrahydro -2- naphthalenyl ][!,!* -biphenyl ] - 4 

-carboxamide 

[Chemical Formula 274] 




title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 4. 
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'H-NMR (CDCI3) 8 : 1.41 (IH, m), 1.95 (2H, 
m), 2.25-2.45 (3H, m),2.36 (6H, s), 2.85-2.94 
(3H, m), 7.13 (3H. m). 7.30 (IH, m), 7.46 (IH, 
s),7.59 (2H, m), 7.65 (2H, d, J = 8.1 Hz), 7.74 



<sup>l</sup>H-ninr (CDCl<sub>3</sub> );de: 1.41 (1 H, 
m ), 1 .95 (2 H, m ), 2.25 - 2.45 (3 H, m ), 2.36 (6 H, s ), 2.85 ■ 
2.94(3 H, m ), 7.13 (3 H, m ), 7.30 (1 H, m ), 7.46 (1 H, s ), 
7.59 (2 H, m ), 7.65 (2 H, d, J = 8.1 Hz ), 7.74 (1 H, s ), 7.93 
(2H.d,J = 8.1Hz). 





C26H27FN20 t 






X 


elemental analysis values 


C26H27FN20 










* 


lt»fil:C, 


77.58; 


H, 


6.76; 


N, 


6.96 


calculated value :C, 


77.58 ; 


H, 


6.76; 


N, 


6. 96 


m 




mm 


fit 


:C, 


77.72; 


H, 


6.49; 


N, 


6.79 


Truth 




Isao value 


Value 


:C, 


77.72 ; 


H. 


6.49; 


N. 


6.79 



[0278] 

mmm 89 

(+)^'--7;u:f P-N-[6-[(N,N-i»^;i'T5y)P»^ 

i-;i.]-4-*;U7t?+-ti-5K t^^U{-y4'-y)\^ta 

-N-[6-[(N,N-i^yf^;UT5>')p'5^;U]-5,6,7,8-TW 

^tKa-2--^7^ib-;u][i,i'-if:7i-^H-4-*>i' 



I 88 -C'^#fc 4'-37;U;i-a-N-[6-[(N,N-i/./5^ 

JU75y)p'^;^]-5,6,7,8-^'^^tKp-2-:^3?^^^ 
-;^][l,l•-e7x^;^]-4-*;^7^^+■9■5K (2.00g) 

^^^;U:*7A(^'r-lr;Utt CHIRALCEL OD 
50mmD X 500mmL; ^IfiW n-'N:^+J->:X^y 
-jU=85:15)^fflUfc^J-|Sl HPLC iZX^b^^^M 
* fxt\ (l.OOg; 99.8%ee). 
(0.89g; >99.9%ee)$t»*i:LTl#fco 

(855mg)fc.fci;(-)<*: (754mg)^f#fc. 

(+)4'.:7 JU;!|- P -N-[6-[(N,N--:;y ^ ;U75y ^ 
;U]-5,6,7,8-i^hvtKP-2--f7^'U-;i/][l,l'-t*7 
xz:;U]-4-*;i/7|?+-9-5K 

itte3tS:[ a]D=+50.8' C=0.494%(y^»>'-;U) 

;u:t P -N-[6-[(N,N- i^/^^UyS^)/^ 
;U]-5,6,7,8-Th^tKP-2-:>-7^b-->l/][l,l'-tf:? 

x-;u]-4-*;U7|5^-9-5K 



[sopuropirueeteru ]) 
[0278] 

Working Example 89 

(+) - 4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide and (-) - 4' -fluoro -N- [6 - [ (N, N- 
dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

4' which is acquired with Working Example 88 -fluoro -N- [6 
- [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide (2.00 
g )it did optical resolution with fraction collection HPLC 
which uses chiral column (Daicel corporation Chiralcel OD 
SOmmDX 500mmL; transfer phase n- hexane :ethanol 
=85: 15 ), (+) body(l .00 g; 99.8%ee ), and it acquired (-) body 
(0.89 g; > 99.9%ee ) as powder . 

reciystallization doing powder which it acquires, from 
respective ediylacetate -diisopropyl ether , (+) body of title 
con^jound (855 mg ) and it acquired (-) body (754 mg ). 

specific rotation of both compounds is as follows. 

(+) . 4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1* -biphenyl ] - 4 
-carboxamide 

specific rotation : [;al] <sub>D</sub>=»+50.8* =0.494% 
(methanol ) 

(-) - 4' -fluoro -N- [6 - [ (N, N- dimethylamino ) methyl ] - 5, 
6, 7 and 8 -tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 
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it^%§L:[a]a=-5\.2' C=0.492%(>$y— ;U) 

90 

4'-<7 □ P-N-[3-[(N,N-i/>f-yU75>')y^>U]-2H- 

^pyi/-7-^'ji/][i,r-e7i:^;i/]-4-*;u7t?4r-9-5 
K 

[<b275] 



2002-1-9 




specific rotation : [;al] <sub>D<;/sub>=-51.2* =0.492% 
(methanol ) 

Working Example 90 

4' -chloro -N- [3 - [ (N, N- dimethylamino ) methyl ] - 2 
H-chromene -7-yl ] [1, 1' -biphenyl ] - 4 -caiboxamide 



[Chemical Formula 273] 



##^J 59 X-mtz 3-((N,N-v>^-IUT5/)-^^ 

;^^2H-'^7□»-7-T5>$fflL^r. mMm 1 tm 

'H-NMR (CDClj) <5 : 2.23 (6H,s), 2.97 (2H, s), 
4.79 (2H, s), 6.30 (lH,s), 6.96 (IH, d, J = 8.1 
Hz), 7.13 (IH, s), 7.20 (IH, d, J = 8.1 Hz),7.45 
(2H, d, J = 8.6 Hz), 7.56 (2H, d, J = 8.6 Hz). 7.66 
(2H, d, J = 8.4 Hz), 7.74 (IH, brs), 7.93 (2H, d, J 
= 8.4 Hz). 

im^: 199-208 deg C (f^^itmm.'M'JZfaid 

;ux— 7^;u) 

[0279] 

2',4'-i/7;i/:J-n-N-[3-[(N,N-S?>^JUT5/)yf^ 
;i/]-2H-'j7n.?«>-7-'f;u][i,i'-t*7xii;u]-4-*;i/ 



[^b276] 





0 







at. 



title compound was acquired by doing operation of being 
similar to the Working Example 1 3 it acquires with 
Reference Example 59 - [ (N, N- dimethylamino ) methyl ] - 
making use of 2 H-chromene -7-amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.23 (6 H, 
s ), 2.97 (2 H, s ), 4.79 (2 H, s ), 630 (1 H, s ), 6.96 (1 H, d, J 
= 8.1 Hz ), 7.13 (1 H, s ),7.20 (1 H, d, J = 8.1 Hz ), 7,45 (2 H, 
d, J = 8.6 Hz ), 7.56 (2 H, d, J = 8.6 Hz ), 7.66 (2 H, d, J = 8.4 
Hz ), 7.74 (1 H, brs ), 7.93 (2 H. d, J = 8.4 Hz ). 

melting point : 199-208 deg C (crystallization 
solvent :diisopropyl ether ) 

[0279] 

Working Example 91 

2* and 4' -difluoro -N- [3 - [ (N, N- dimethylamino ) methyl ] - 
2 H-chromene -7-yl ] [1, T -biphenyl ] - 4 -carboxamide 

[Chemical Formula 276] 



##15lJ 59 T*^#fc 3-[(N,N-VP«^;U75/)y5^ 

;u]-2H.^p»-7-75>$fflL^r . m^m 1 



title compoimd was acquired by doing operation of being 
similar to the Working Example 1 3 it acquires with 
Reference Example 59 - [ (N, N- dimethylamino ) methyl ] - 
making use of 2 H-chromene -7-amine . 
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'H-NMR (CDCI3) S : 2.23 (6H, s), 2.97 (2H, s), 
4.78 (2H, s), 6.29 (IH, s), 6.80-7.10 (2H, m), 
6.96 (IH, d, J = 8.1 Hz), 7.13 (IH, s), 7.20 (IH.d, 
J = 8.1 Hz), 7.40-7.50 (IH, m), 7.62 (2H, d. J = 
8.4 Hz), 7.76 (IH, brs). 7.92 (2H, d, J = 8.4 Hz). 

Htj^: 200-204 deg C (lKS<bjtj«:i?'fV^ntf 

;i/X— t;u) 

[0280] 

m^m 92 

4'-'>Pa-N-[6-[(vy^JU75/)^^^U>7,8-i;t 

KP-l--^-:7^^-^^][l,l'-t*:?x-^^]-4-*^^?H^ 




##«IJ 60 TimhMz 6-[(i;>^;UT5/)^^ 

;^]-7,8--:;tKP-l-:^:?^^>T5>^ffl^^"c,S 
mm 1 mm^Lxmmit-^^^'^f-o 

'H-NMR (CDCI3) <5 : 2.34 (6H, s), 2.36 (2H, t, 
J=8.1 Hz), 2.80 (2H, t, J=8.1 Hz), 3.00 (2H, s), 
6.38 (IH, s). 6.94 (IH, d, J=7.8 Hz), 7.21 (lH,t, 
J=7.8 Hz), 7.45 (2H, d, J=8.6 Hz), 7.56 (2H, d, 
J=8.6 Hz), 7.61 (2H,m), 7.68 (2H, d, J=8.4 Hz), 
7.97(2H,d,J=8.4Hz). 

]tt^:193-195 deg C (ea^b5iji:i?'1'V^Ptf 

;ux-^;u) 

Illte«!l93 

4'-'^PP-N-[7-[(v^^-'U75y)^'f-;i']-5,6--:/t 
\^0-2-i--p^[y-)i'][\ , I'-tf ■7x=.;i/]-4-*;i/7|<^ 
-9-5K 




2002-1-9 

<sup>l</sup>H-ninr (CDCl<sub>3</sul» );de: 2.23 (6 H, 
s ), 2.97 (2 H, s ), 4.78 (2 H, s ), 6.29 (1 H, s ), 6.80 - 7.10 (2 
H, m), 6.96(1 H, d, J = 8.1 Hz ), 7.13 (1 H, s ), 7.20 (1 H, d, J 
= 8.1 Hz ), 7.40 - 7.50 (1 H, m ), 7.62 (2 H, d. J = 8.4 Hz ), 
7.76 (1 H, brs ), 7.92 (2 H, d, J = 8.4 Hz ). 

melting point : 200-204 deg C (crystallization 
solvent -.diisopropyl ether ) 

[0280] 

Working Example 92 

4' -chloro -N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 
-dihydro -1- naphthalenyl ] [1, 1* -biphenyl ] - 4 -carboxamide 

[Chemical Formula 277] 



title compound was acquired 6 it acquires with Reference 
Example 60 - [ (dimethylamino ) methyl ] - making useof 7 
and 8 -dihydro -1 - naphthalene amine , to similar to Working 
Example 1. 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.34 (6 H, 
s ), 2.36 (2 H. t, J=8.1 Hz ), 2.80 (2 H, t, J=8.1 Hz), 3.00 (2 
H, s ), 6.38 (1 H, s ), 6.94 (1 H, d, J=7.8 Hz ),7.21 (1 H, t, 
J=7.8 Hz ), 7.45 (2 H, d, J=8.6 Hz ), 7.56 (2 H, d, J=8.6 Hz ), 
7.61 (2 H, m ), 7.68 (2 H, d, J=8.4 Hz ), 7.97 (2 H, d, J=8.4 
Hz). 

melting point -.193-195 deg C (crystallization 
solvent :diisopropyl ether ) 

Working Example 93 

4' -chloro -N- [7 - [ (dimethylamino ) methyl ] - 5 and 6 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 278] 
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'H-NMR (CDCI3) 6 : 2.25 {6H, s), 2.34 (2H, t, 
J=8.1 Hz), 2.82 (2H, t, J=8.1 Hz), 3.00 (2H, s), 
6.36 (IH, s), 7.1 1 (IH, d, J=7.5 Hz), 7.34 (IH, d, 
J=8.1 Hz), 7.38 (IH, s), 7.44 (2H, d, J=8.4 Hz), 
7.56 (2H, d, J=8.4 Hz), 7.66 (2H, d, J=8.4 Hz), 
7.78 (IH, brs), 7.97(2H, d, J=8.4 Hz). 

«^:167-169 deg C ($g|Hb»«:i;-fV:^Otf 
[0281] 

N-[6-(l-t°P'Jv-;i.;)<^;U)-7,8-vtKP-2-:>-7 

b - ;L'][i , i'.t*:7x^;u]-4-*;u7t-N^-!^-5h* 

Ut 279] 




With method which is similar to Working Example I 7 it 
acquires with the Reference Example 61 - [ (dimethylamino ) 
methyl ] - making use of 5 and 6 -dihydro -2- naphthalene 
amine , it acquired title compound as white powder . 

<sup>l</sup>H-nnir(CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.34 (2 H, t, J=8.1 Hz ), 2.82 (2 H, t, J=8.1 Hz ), 3.00 (2 
H, s ), 6.36 (1 H, s ), 7.1 1 (1 H, d, J=7.5 Hz ),7.34 (1 H, d, 
J=8.1 Hz ), 7.38 (1 H, s ), 7.44 (2 H, d, J=8.4 Hz ), 7.56 (2 H, 
d, J=8.4 Hz ), 7.66 (2 H, d, J=8.4 Hz ), 7.78 (1 H, brs ). 7.97 
(2H,d, J=8.4Hz). 

melting point :167-169 deg C (ciystallization 
solvent :diisopropyl ether ) 

[0281] 

Working Example 94 

N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 279] 



54 7?f#P>*Ltc 6-(l-eP'Ji;-;U>^ 

;^)-7,8-vtKP-2--^:7^^>75>^ffll^T, m 

mm 1 tmmizLxmmit'^m^&^^MtL 

'H-NMR (CDCI3) d : 1.75-1.90 (4H, m), 2.34 
(2H, t, J=8.1 Hz), 2.45-2.60(4H, m), 2.85 (2H, t, 
J=8.1 Hz), 3.18 (2H, s), 6.36 (IH, s), 7.02 (lH,d, 
J=8.1 Hz), 7.27-7.55 (5H, m), 7.63 (2H, d, J=7.3 
Hz), 7.70 (2H, d, J=8.4 Hz), 7.82 (IH, s), 7.94 
(2H,d, J=8.1 Hz). 



6 it acquires with Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , tosimilar to Working Example 1 it acquired title 
compound as white powder . 

<sup>l</sup>H-nmr(CDCI<sub>3</sub>);de: 1.75-1.90(4 
H, m ), 2.34 (2 H, t, J=8. 1 Hz ), 2.45 - 2.60 (4 H, m ), 2.85 (2 
H, t, J=8.1 Hz ), 3.18(2 H, s ), 6.36 (1 H, s ), 7.02 (1 H, d, 
J=8.1 Hz ), 7.27 - 7.55 (5 H, m ), 7.63 (2 H, d, J=7.3 Hz ), 
7.70 (2 H, d, J=8.4 Hz ). 7.82 (1 H, s ), 7.94(2 H. d, J=8.1 
Hz). 





C28H28N20 tLX 






elemental analysis values 


C28H28N20 doing 


tt$Hil:C. 


82.32; H, 6.91; 


N. 


6.86. 


calculated value :C, 


82.32 ;H, 6.91; 


N, 


6.86. 


mmm-.c. 


81.99; H, 6.69; 


N. 


6.91. 


experimental value :C, 


81.99 ;H, 6.69; 


N, 


6.91 . 
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mm\ 95 

4'-7;Utn-N-[6-(l-tfa'Ji?--'U-^^^l')-7,8-i; 
t\^a.2-i^y9iy=.)\^][l,v^\d^P3:-)l']^4-i3^\^>f^ 

Ut 280] 



jpll) 

Working Example 95 

4' -fluoro -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Fomiula 280] 




t) 



##^1 54 6-(i-tfa'ji;-;uy^ 

;u)-7,8-vtKn-2-:h:?^b>T5>^fflt^X.^ 
mm 1 i:ll^lcLTaS^b^tl$Sfe«»*i:L 

•H-NMR (CDClj) <5: 1.75-1.90 (4H, m). 2.35 

(2H, t, J=8.2 Hz), 2.45-2.60(4H, m), 2.84 (2H, t, 
J=8.2 Hz), 3.18 (2H, s), 6.36 (IH, s), 7.01(1H, d, 
J=8.1 Hz), 7.16 (2H, t, J=8.1 Hz), 7.38 (IH, d, 
J=8.1 Hz), 7.48 (IH, brs), 7.56-7.61 (2H, m), 
7.64 (2H, d, J=8.4 Hz), 7.83 (IH, s), 7.93 (2H,d, 



6 it acquires with Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , tosimilar to Working Example 1 it acquired title 
confound as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.75 - 1.90 (4 
H, m ), 2.35 (2 H, t, J=8.2 Hz ), 2.45 - 2.60 (4 H. m ), 2.84 (2 
H. t, J=8.2 Hz ), 3.18(2 H, s ), 6.36 (1 H, s ), 7.01 (1 H, d, 
J=8.1 Hz ), 7.16 (2 H, t, J=8.1 Hz ), 7.38 (1 H, d, J=8.1 Hz ), 
7.48 (1 H, brs ), 7.56 - 7.61 (2 H, m ). 7.64(2 H, d, J=8.4 Hz ), 
7.83 (1 H, s ), 7.93 (2 H, d, J=8.4 Hz ). 





C28H27FN20 tLX 




elemental analysis values 


C28H27FN20 doing 








78.85; 


H, 6.38; 


N, 


6.57. 


calculated value :C, 


78.85 ; 


H, 6.38; 


N. 


6.57. 




78.75; 


H, 6.39; 


N, 


6.45. 


experimental value :C, 


78.75 ; 


H, 6.39; 


N, 


6.45. 



^U) 

[0282] 

mmm 96 

N-[6-(l-en'Ji?r.JU>^;U)-5.6,7,8-Th'7tKP 

-2--^7^u-;u][i,i'-tf:7xzi;u]-4-*;u7t?+-9- 

Ut 281] 



[0282] 

Working Example 96 

N- [6 - (1 -pyrrolidinyl methyl ) - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 281] 
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##<51J 55 X'nii>htz 6-(i-tfa'Jv^;u>^ 
;^)-5.6,7,8-xh^tK□-2-:^:7^^>T5>^ffl 

'H-NMR (CDCI3) 6: 1.40-1.50 (IH, m), 1.80 
(4H, m). 1.80-2.10 (IH, m), 1.80-2.20 (8H, m), 
3.30-4.00 (3H, m), 7.29 (IH. d, J=8.4 Hz), 
7.25-7.30 (IH. m), 7.30-7.55 (4H, m), 6.43 (2H. 
d, J=7.0 Hz), 7.70 (2H, t, J=8.4 Hz). 7.75 (IH, s), 
7.94(2H,d,J=8.4Hz). 



It acquired title compound with method which is similar to 
Working Example 1 6it acquires with Reference Example 55 - 
(1 -pyirolidinyl methyl ) - making use of 5, 6, 7 and 8 
-tetrahydro -2- naphthalene amine ,as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.40 - 1.50 (1 
H, m ), 1.80 (4 H, m ), 1.80 - 2.10 (1 H, m ), 1.80 - 2.20 (8 H, 
m ),3.30 - 4.00 (3 H, m ), 7.29 (1 H, d. J=8.4 Hz ), 7.25 - 7.30 
(1 H, m ), 7.30 - 7.55 (4 H, m ), 6.43 (2 H, d, J=7.0 Hz ), 
7.70(2 H, t. J=8.4 Hz ), 7.75 (1 H, s ), 7.94 (2 H, d, J=8.4 
Hz). 





C28H30N2O tLX 






elemental analysis values 


C28H30N2O doing 


it»fil:C. 


81.91; H. 7.37; 


N. 


6.82. 


calculated value :C, 


81.91 ; H, 7.37; 


N. 


6.82. 


IISI{i:C, 


81.53; H,7.25; 


N, 


6.86. 


experimental value :C, 


81.53 ;H, 7.25; 


N, 


6.86. 



;u) 

97 

4'-3?;u;i-p-N-[6-(i-tfp'jv-;u/5^;u)-5,6,7.8- 
xh7tK□-2-:^:75I^^;^][l,l•-t*7x;:.;u]-4- 

[it 282] 



.jCCTO 



jpll) 

Working Example 97 

4' -fluoro -N- [6 - (1 -pyrrolidinyl methyl ) - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ][!,!* -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 282] 



55 T*#btlfc 6-(l-eP'Jv-;U-?«5^ 
;U)-5,6,7,8-xh^tKP.2--f37^b>T5>$ffl 

'H-NMR (CDCI3) 5: 1.40-1.50 (IH, m), 1.80 



It acquired title compound with method which is similar to 
Working Example 1 6it acquires with Reference Example 55 - 

(1 -pyrrolidinyl methyl ) - making use of 5, 6, 7 and 8 
-tetrahydro -2- naphthalene amine ,as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.40 - 1.50 (1 
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(4H, m), 1.80-2.10 (IH, m), 1.80-2.20 (8H, m), 
3.30-4.00 (3H, m), 7.08 (IH, d, J=8.1 Hz), 7.15 
(2H, t, J=8.4 Hz), 7.30 (IH, d, J=8.1 Hz), 7.44 
(IH, brs), 7.56-7.61 (2H, ni),7.62 (2H, d, J=8.1 
Hz), 7.85 (IH, s), 7.92 (2H, d, J=8, 1 Hz). 



H, m ). 1 .80 (4 H, m ), 1.80 - 2. 10 (1 H, m ), 1 .80 - 2.20 (8 H, 
m ),3.30 - 4.00 (3 H, m ), 7.08 (1 H, d, J=8.1 Hz ), 7.15 (2 H, 
t, J=8.4 Hz ), 7.30 (1 H, d, J=8.1 Hz ), 7.44 (1 H, brs ), 7.56 - 
7.61 (2 H, m ),7.62 (2 H, d. J=8.1 Hz ). 7.85 (1 H, s ), 7.92 (2 
H, d,J=8.1Hz). 





C28H29FN20 tLX 




elemental analysis values 


C28H29FN20 doing 






78.48; H, 6.82; 


N, 


6.54. 


calculated value :C, 


78.48 ; H, 6.82; 


N, 


6.54. 




78.18; H, 6.60; 


N, 


6.60. 


experimental value :C, 


78.18 ;H, 6.60; 


N, 


6.60. 


;u) 


jpll) 






[0283] 


[0283] 






mmm 98 


Working Example 98 






4'-<7PP-N-[6-(l-tfP'Ji>-^l'^'^>l')-5,6,7,8-x 
h^tKa-2--^:7^U-;U][l,l'-tf7x^JU]-4-* 


4' -chloro -N- [6 - (1 -pyrrolidinyl methyl ) - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxaniide 


[^b 283] 


[Chemical Formula 283] 








55 x-m^htz 6-(i-ep'ji?-;u>5^ 

JU)-5,6,7,8-xh7tKP-2-:>-7^b>75>^ffl 

i^Xs^mm 1 mm<Di3}iX'mmit'^^t:& 
^^^tLxmz 

'H-NMR (CDClj) <S: 1.40-1.50 (IH, m), 1.80 
(4H, m), 1.80-2.10 (IH, m), 1.80-2.20 (8H, m), 
3.30-4.00 (3H. m), 7.08 (IH, d, J=8.1 Hz), 7.31 
(IH, d, J=8.4 Hz), 7.43 (2H, d, J=8.7 Hz), 7.45 
(IH, s), 7.54 (2H, d, J=8.7 Hz), 7.64 (2H, d, 
J=8.4 Hz), 7.80 (IH, s), 7.93 (2H, d, J=8.4 Hz). 



It acquired title compound with method which is similar to 
Working Example 1 6it acquires with Reference Example 55 - 
(1 -pyrrolidinyl methyl ) - making use of 5, 6, 7 and 8 
-tetrahydro -2- naphthalene amine ,as white powder 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.40 - 1.50 (1 
H, m ), 1.80 (4 H, m ), 1.80 - 2.10 (1 H, m), 1.80 - 2.20 (8 H, 
m ),3.30 - 4.00 (3 H, m ), 7.08 (1 H, d, J=8.1 Hz ), 7.31 (1 H, 
d, J=8.4 Hz ), 7.43 (2 H, d, J=8.7 Hz ), 7.45 (1 H, s ), 7.54 (2 
H, d, J=8.7 Hz ), 7.64 (2 H, d. J=8.4 Hz ),7.80 (1 H, s ), 7.93 
(2H, d,J=8.4Hz). 





C28H29C1N20 tLX 




elemental analysis values 


C28H29C1N20 doing 


lts:fil:c, 


75.57; H, 6.57; N, 


6.30. 
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calculated value :C, 


75.57 ; H, 


6.57 ; 


N. 


6.30. 




75.26; H, 


6.68; 


N, 


6.15. 


experimental value :C, 


75.26 ; H, 


6.68; 


N, 


6.15. 



f^) jpll) 

HJfe^J 99 Working Example 99 

4-i4-y ay jL-Jl,).N-[6-(\-if^')i> 4 - (4 -fluorophenyl ) -N- [6 - (1 -bipyridinyl methyl ) - 7 and 

^;U)-7,8-vtKP-2-:^:7^rL/- yUJ-l-t'^^'J V> 8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxamide 



[^b 284] 



.A 




[Chemical Fonnula 284] 



)\^)-l,S-Vt.\^a-2-i-y^l'>7Zy 50mg 
(0.22mmol)s tf' Ji^^ 35mg (0.44mmol)^-fh7 
tKa7^> 3ml lzmmUH^)^T.<Pon^m. 
yji=^)V 38mg (0.24mol)^*n;^/=o 

10 ^mmn^. &ftmmmu msmzv:^ 

Vyi^Mi^ 57mg (0.26mmol). 4 m^^Miti- 
h'J-t^ATkjSjSl 0.066ml (0.26mmol)$J!in^l» 30 

aaiia$?)»L. •P'TV^ae^Ux— f;ur-i5t;f 

LT 4-(4-:7;U:i-P:7x-;U)-N-[6-(l-tf^'Jv- 

;u>5^;i/)-7.8-vtKP-2--:f:7^L/-;t,]-i-t°^'j 
i;>*;U7K+-9-5K 48mg i^^B^tLXm 

tZo 

'H-NMR (CDClj) (5: 1.60-1.70 (2H, m), 1.79 
(4H, m), 1.80-1.90 (2H, m), 2.33 (2H, t, J=7.8 
Hz). 2.51 (4H, m), 2.60-2.70 (IH, m). 2.80 (2H, t, 
J=7.8 Hz). 2.90-3.10 (2H, m), 3.16 (2H, s), 
4.18-4.23 (2H. m), 6.32 (IH, s), 6.32 (IH, s), 
6.92-7.09 (4H, m), 7.15-7.20 (3H, m). 



6 it acquires with Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalene amine 50mg (0.22 
mmol ), pyridine 35mg (0.44 mmol )was melted in 
tetrahydrofiiran 3ml , under ice cooling , chloro carbon 
dioxide phenyl 38mg (0.24 mol ) was added. 

10 min agitation later, reaction mixture was concentrated, 
dimethyl sulfoxide 5ml wasadded to residue . 

While under room temperature . agitating. 30 minute it 
agitated 4 -fluorophenyl piperidine acetate 57mg (0.26 
mmol ),including 4 rule sodium hydroxide water solution 
0.066ml (0.26 mmol ). 

It extracted including ethylacetate , water, after water wash , 
concentrated organic layer , added diisopropyl ether to 
residue . 

It filtered crystallized matter , washed with diisopropyl ether 
and 4 - (4 -fluorophenyl ) -N- [6 - (1 -bipyridinyl methyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] - itacquired 1 -piperidine 
carboxamide 48mg as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.60- 1.70(2 
H.m), 1.79 (4 H,m), 1.80- 1.90(2 H.m), 2.33 (2H,t. 
J=7.8 Hz ), 2.51(4 H, m ), 2.60 - 2.70 (1 H, m ). 2.80 (2 H, t. 
J=7.8 Hz ), 2.90 - 3.10 (2 H, m ). 3.16 (2 H, s ), 4.18 - 4.23 (2 
H, m ),6.32 (1 H. s ). 6.32 (1 H, s ), 6.92 - 7.09 (4 H. m ), 7.15 
-7.20(3H,m). 



Page 251 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



2002-1-9 



14^:182-185 deg C i1^^itmm:*M'j:^a\£ 

;ux— r;i/) 

[0284] 

mMm 100 

4-(4-7;U7j-a:7xiiJU)-N-[6-(l-tfPiJi^--'Up' 

^;u)-7,8--:^tKa-2--^:7^ix-;u]-i-e^7v> 

lit 285] 



melting point : 182-1 85 deg C (crystallization 
solvent :diisopropyl ether ) 

[0284] 

Working Example 100 

4 - (4 -fluorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] - 1 -piperazine carboxamide 

[Chemical Formula 285] 



0 

A 




54 X-n^Mz 6-(l-t°P'Jv-;U>^ 
;U)-7,8-i/tKP-2-:^7^»U>75>t A-^JltO 

'H-NMR (CDCI3) (5 : 1.79 (4H, m), 2.32 (2H, t, 
J=7.8 Hz), 2.51(4H, m), 2.80 (2H, t, J=7.8 Hz), 
3.13-3.16 (4H, m), 3.16 (2H, s), 3.63-3.66 (4H, 
m), 6.30 (IH, s), 6.32 (IH, s), 6.88-7.08 (6H, m), 
7.19 (IH, s). 



6 it acquires with Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine and 4-fluorophenyl piperazine , to similar to Working 
Example 99 it acquired title compound as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.79 (4 H, 
m ). 2.32 (2 H, t, J=7.8 Hz ), 2.51 (4 H, m ), 2.80 (2 H, t, 
J=7.8 Hz ), 3.13 - 3.16 (4 H, m), 3.16(2 H, s ), 3.63 - 3.66 (4 
H, m ), 6.30 (1 H, s ), 6.32 (1 H, s ), 6.88 - 7.08 (6 H, m ), 
7.19 (lH,s). 





C26H31FN40 tLX 




elemental analysis values 


C26H31FN40 doing 


H-iCfil:C, 


71.86; H, 7.19; 


N, 


12.89. 


calculated value :C, 


71.86 ;H, 7.19; 


N, 


12.89. 


mmm-.c. 


71.68; H, 7.35; 


N. 


12.65. 


experimental value :C, 


71.68 ;H, 7.35; 


N, 


12.65 . 



;u) 

[0285] 

mum 101 

N-(4- O ^ 7 X - ; U )-6- [( i/ / 5^ ; U T 5 / ) > f- 
;U]-7,8-i^tKP-2--^-7^b>*;U7t?+-9-5K 

Ut 286] 



[0285] 

Working Example 101 

N- (4 -bromophenyl ) - 6 - [ (dimethylamino ) methyl ] - 7 and 
8 -dihydro -2- naphthalene carboxamide 

[Chemical Formula 286] 
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1) XiKB5Efil(7)*JS (i/>-bx-y^ 

*>3>X, 23(21), 2965 (1993))IC<):y^J$Lfc 6- 
vT/-l-xh7a> 1.30g (7.59mmol)$ , jl^^ 
lOml tWfM 20ml (Ojl^j$j«ICjt«iLs 120 
degCTM6^r^ji1«fLfco 

^itKx5^^U-n-'Ndr-9->(l:l)T%^,^LT.5-;i- 

+v-5,6,7,8-f■h7tKP-2-:^:7^^>*;^7t?>K 

1.10g^afet»5|5tL-C#fc„ 

'H-NMR (CDClj) 6 : 2.15-2.23 (2H, m), 
2.70-2.75 (2H, m), 3.04-3.07 (2H,m), 8.01-8.03 
(IH, m), 8.03 (IH, s), 8.13 (IH, d, J=8.7 Hz). 

2) l)r'#t>tlfc 5-:t+V-5,6,7,8-7"h^tKP-2- 
■*-7^U>*;1/jH>K l.OOg (5.26iTimol)t 4--^a 
=ET-^)ly 0.90g (5.26mmol) ^fflL^T^ HJStfJ 
1 tmVklzLX N-(4-3^P^7x=.;U)-5-:*-+V 
-5,6,7.8-xh7tKP-2-:f7^U>*;U7t?^-9-5K 
1.21g$&fet»*tLT^|yco 

'H-NMR (CDCI3) 6 : 2.14-2.23 (2H, m), 
2.69-2.73 (2H, m), 3.03-3.07 (2H,m), 7.48-7.58 
(4H, m), 7.71 (IH, d, J=8.1 Hz), 7.79(1H, s), 7.86 
(IH, s), 8.12(lH,d, J=8.1 Hz). 

3) 2)T*#b+tfc N-(4-3)^P^7xli;U)-5-^+V 
-5,6,7,8-xK7tKP-2-:^3?^b>*;U7|^:^•■9■5K 
l.lOg (3.19mmol)^i/.;'^;U7^;UAT5h*vX^ 
^UT-b^-yi/ 30mllCjtjgL»4B#rB^*DSlfiji3S[L 

tZo 

;^P^:7xr:;U)-6-[(i;y^;UT5>').?«T'jT 
>]-5-;*-+V-5,6,7,8-xh^tKP-2--^-7^U'>* 

'H-NMR (CDCb) (5 : 2.80-2.87 (4H, m), 3.07 
(6H, m), 7.46-7.72 (7H, m), 7.91 (IH, d, J=8.4 
Hz), 8.53 (IH, s). 

4) h'J7■lrK+vtKPl^•5^:^^'J'!7A 398mg 
(I.87nimol)^. 7K;-^T. WfM 40ml tT^h^th'P 
ZP^y 10ml(7);I^i§;•^lcj§<iL.3)T•^#^>nfc 
N-(4-:^fp^:7i-;U)-6-[(vy^;i/T5y)^^'J'r 
>]-5-;t-+V-5,6,7,8-xh^tKP-2-:J-:7^b>* 
;U7t?^-9-5K 500mg (1.25mmol)$i)Djl, 1 ^FbI 



6 -cyano -1- tetralone 1.30g where it synthesizes 
[shinsetekku ] [komyunikeeshonzu ], 23 (21), with 2965 
(1993) it melted the(7.59 mmol ), in mixed solution of 
concentrated hydrochloric acid lOml and acetic acid 20ml , 16 
hours agitated withl20 deg C. 1) literature known method 

It concentrated reaction mixture , it extracted in residue 
including the ethylacetate and water, after water wash , 
concentrated organic layer , washed residue with ethylacetate 
-n- hexane (1: 1), it acquired 5 -0x0 -5, 6, 7, 8-tetrabydro -2- 
naphthalenecarboxylic acid l.lOg as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.15 - 2.23 (2 
H, m ), 2.70 - 2.75 (2 H, m ), 3.04 - 3.07 (2 H, m ), 8.01 -8.03 
(1 H, m ), 8.03 (1 H, s ), 8.13 (1 H, d, J=8.7 Hz ). 

2) 1) So 5 -0x0 -5, 6, 7, 8-tetrahydro -2- 
naphthalenecarboxylic acid l.OOg where it acquires (5.26 
mmol ) with 4 -bromoaniline 0.90g making use of(5.26 
mmol ), to similar to Working Example 1 N- (4 
-bromophenyl ) - it acquired 5 -0x0 -5, 6, 7, 8-tetrahydro -2- 
naphthalene carboxamide 1 .21 g as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.14 - 2.23 (2 
H, m ), 2.69 - 2.73 (2 H, m ), 3.03 - 3.07 (2 H, m ), 7.48 -7.58 
(4 H, m ), 7.71 (1 H, d, J=8.1 Hz ), 7.79 (1 H, s ), 7.86 (1 H, 
s), 8.12(1 H, d,J=8.1 Hz). 

3) 2) So N- which is acquired (4 -bromophenyl ) - 5 -0x0 -5, 
6, 7, 8-tetrahydro -2- naphthalene carboxamide l.lOg it 
melted (3.19 mmol )in dimethylformamide diethyl acetal 
30ml , 4 hours heating and refluxing did. 

It filtered crystallized matter , washed with ethylacetate , N- 
(4 -bromophenyl ) - 6 - [ (dimethylamino ) methylidene ] -it 
acquired 5 -0x0 -5, 6, 7, 8-tetrahydro -2- naphthalene 
carboxamide 1.21g as yellow powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.80 - 2.87 (4 
H, m ), 3.07 (6 H, m ), 7.46 - 7.72 (7 H, m ), 7.91 (1 H, d, 
J=8.4 Hz ), 8.53(1 H, s ). 

4) It melted triacetoxy hydro boric acid sodium 398mg (1 .87 
mmol ), in mixed solution of under ice cooling , acetic acid 
40ml and tetrahydrofiiran 10ml , 1 hour it agitated 3) with N- 
which is acquired (4 -bromophenyl ) - 6 - [ (dimethylamino ) 
methylidene ] - 5-oxo -5, 6, 7, 8-tetrahydro -2- naphthalene 
carboxamide 500mg including (1.25 mmol ). 
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/V— ;u 50ml $AP^. 7K/^T. TK^^kTt^'t?^ 
•th'J't7A 142mg (3.75inmol)$iP^fc. 

flSI^J^S^^ 20mlt;l^i? 20ml(;)ji^jtj« 
|C5$«L. 70 deg C T? 5 B#IW«tif Lfc. 

smk^ifei 234mg$afeta*iLr^fc. 

'H-NMR (CDCI3) 5 : 2.26 (6H, s), 2.38 (2H, t, 
J=8.1 Hz), 2.89 (2H, t, J=8.1 Hz), 3.02 (2H, s), 
6.42 (IH, s), 7.10 (IH, d, J=8.6 Hz), 7.47 (2H, d, 
J=8.9 Hz), 7.55 (2H, d J=8.9 Hz), 7.61 (IH, s), 
7.62 (IH, d, J=6.7 Hz), 7.76 (IH, s). 



reaction mixture was done under room temperature , vacuum 
concentration , under ice cooling , sodium borohydride 142mg 
(3.75 mmol ) was addedto residue including 2 -propanol 
50ml. 

2 hours agitation later, it concentrated reaction mixture , 
separating it didin residue including sodium bicarbonate water 
solution , ethylacetate , concentrated organic layer . 

It melted residue in mixed solution of acetic acid 20ml and 
concentrated hydrochloric acid 20ml , 5 hours agitated with 
70 deg C. 

It concentrated reaction mixture , it extracted in residue 
including 4 rule sodium hydroxide water solution , 
ethylacetate , after water wash , concentrated organic layer , 
refined residue with alumina column chromatography 
(developing solvent -.ethylacetate ), washed eluted substance 
with diisopropyl ether , it acquired title compound 234mg as 
white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.26 (6 H, 
s ), 2.38 (2 H. t, J=8.1 Hz ), 2.89 (2 H, t, J=8. 1 Hz ), 3.02 (2 
H, s ), 6.42 (1 H, s ), 7.10 (1 H, d, J=8.6 Hz ),7.47 (2 H, d, 
J=8.9 Hz ), 7.55 (2 H, d J=8.9 Hz ), 7.61 (1 H, s ), 7.62 (1 H, 
d,J=6.7Hz), 7.76(1 H,s). 





C20H21BrN2O tLX 




elemental analysis values 


C20H21BrN2O doing 




l+»fit:C, 


62.35; H, 5.49; 




N 


7.27. 


calculated value :C, 


62.35 ; H, 5.49; 




N 


7.27. 


N, 7.07. 


N,7.07. 









114^:175-179 deg C {m^Hitmm-.'M'JZfat^ 

;ux— x;u) 

[0286] 

mmm 102 

6-[(i?y5^;i/75/)>^;u]-N-(4'-:7;u:i-p[i,r-e 
7x:^;u]-4-i';u)-7,8-i/tKn-2--t-:7^u>*;i/ 

[<b287] 



melting point :175-179 deg C (crystallization 
solvent :diisopropyl ether ) 

[0286] 

Working Example 102 

6 - [ (dimethylamino ) methyl ] -N- (4' -fluoro [1,1* 
-biphenyl ] - 4 -yl ) - 7 and 8 -dihydro -2- naphthalene 
carboxamide 

[Chemical Formula 287] 
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101 T'l#b*if= N-(4-::J^p^-:7i- 
;^)-6-[(i;>f•;^75y)>f•>'^]-7,8-vtK□-2-:^ 

:7^iU>*;U;K+-9-5K nOmg (0.44inmol)<t: 4- 
y}ltayT.-)l^a:yM 74mg (O.SSmmol) ^ 

'H-NMR (CDCI3) (5 : 2.27 (6H, s), 2.39 (2H, t, 
J=8.4 Hz), 2.91(2H, t, J=8.4 Hz), 3.02 (2H, s), 
6.43 (IH. s), 7.09-7.16 (3H, m), 7.52-7.73 (8H, 
m). 7.81 (IH, s). 

14^:200-204 deg C (mSkit^Hk-.'M'^Zfae 

mmm 103 

2',4'- 'J-p)ita -N-[6-(i- e a U i/ - ;u y ^ 
;u)-7,8-i?t:KP-2-:f:7^U-ji/][i,r-t*:7i- 
;^]-4-*;^7^:+■9■5K 

lit 288] 




With method which is similar to Working Example 16 N- 
which isacquired with Working Example 101 (4 
-bromophenyl ) - 6 - [ (dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalene carboxamide 170mg (0.44 mmol ) 
with 4 -fluorophenyl boronic acid 74mg making use of (0.53 
mmol ), it acquired title compound 24mg as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.27 (6 H, 
s ), 2.39 (2 H, t, J=8.4 Hz ), 2.91 (2 H, t, J=8.4 Hz ), 3.02 (2 
H, s ), 6.43 (1 H, s ), 7.09 - 7.16(3 H, m ), 7.52 - 7.73 (8 H. 
m), 7.81 (1 H,s). 

melting point :200-204 deg C (ciystallization 
solvent :diisopropyl ether ) 

Working Example 103 

2' and 4' -difluoro -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 288] 



54 xmi^htz 6-(i-ep'je^-;u.?'^ 

;U)-7,8--:;tKP-2--^:7^b>T5>$^fflL^T>ll 

mm 1 tmm(7)i52iX'Bmit'^^^^^m^ 
tLxmzo 

'H-NMR (CDCI3) 6 : 1.75-1.90 (4H, m), 2.36 
(2H, t, J=8.1 Hz), 2.45-2.60(4H, m), 2.85 (2H, t, 
J=8.1 Hz), 3.18 (2H, s), 6.36 (IH, s), 
6.92-7.03(3H, m), 7.36-7.45 (2H, m), 7.48 (IH, 
s), 7.62 (2H, d, J=8.4 Hz), 7.78 (IH, s), 7.94 (2H, 
d, J=8.4 Hz). 



It acquired title compound with method which is similar to 
Working Example 1 6it acquires with Reference Example 54 - 
(1 -pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , as the white powder . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.75- 1.90(4 
H, m ), 2.36 (2 H, t, J=8. 1 Hz ), 2.45 - 2.60 (4 H, m ), 2.85 (2 
H, t, J=8.1 Hz ), 3.18(2 H, s), 6.36 (1 H, s ), 6.92 - 7.03 (3 H, 
m ), 7.36 - 7.45 (2 H, m ), 7.48 (1 H, s ), 7.62 (2 H, d, J=8.4 
Hz ), 7.78(1 H, s ), 7.94 (2 H, d, J=8.4 Hz ). 





C28H26F2N20 <tLT 




elemental analysis values 


C28H26F2N20 doing 
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75.66; H, 


5.90; 


N, 


6.30. 


calculated value :C, 


75.66 ; H, 


5.90; 


N, 


6.30. 




75.36; H, 


5.92; 


N, 


6.10. 


experimental value :C, 


75.36 ; H, 


5.92 ; 


N, 


6.10. 



[0287] 

N-[3-[(i;>^;UT5^)>^;U]-2,3-e^tKP-l,4-^ 

>'-/i/:j-4^*»-6-'f;u][i,i'-if:7x=.;i/]-4-*;i/ 



jpll) 

[0287] 

Working Example 104 

N- [3 - [ (dimethylamino ) methyl ] - 2 and 3 -dihydro -1,4- 
benzo dioxlne -6-yl ] [1, 1' -biphenyl ] - 4 -carboxamide 




[<b289l 



[Chemical Formula 289] 



62 -Ct#b;|xfcN,N-i?y^;U-N-[(7-T5y 
-2,3-i?tKP-l,4-'<:^V^*^^+'»-2-'<'^l')-^^ 



'H-NMR (CDCI3) d : 2.33 (6H, s), 2.48-2.66 
(2H, m), 3.93-3.99 (IH, m), 4.27-4.31 (2H, m), 
6.86(1H, d, J=8.6 Hz), 7.03-7,07 (IH, m), 
7.31-7.32 (IH, m), 7.37-7.49 (3H, m), 7.62 (2H, 
d, J=7.0 Hz), 7.68 (2H, d, J=8.4Hz), 7.76 (IH, s), 
7.91 (2H, d,J=8.4Hz). 



It acquired title compound with method which is similar to 
Working Example 1 making use of N, N- dimethyl -N- [ (7 
-amino -2, 3- dihydro -1, 4- benzo dioxine -2- yl ) methyl ] 
amine which is acquired with Reference Example 62, as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.33 (6 H, 
s ), 2.48 - 2.66 (2 H, m ), 3.93 - 3.99 (1 H, m ), 4.27 - 4.31 (2 
H, m ),6.86 (1 H, d, J=8.6 Hz ), 7.03 - 7.07 (1 H, m ), 7.31 - 
7.32 (1 H, m ), 7.37 - 7.49 (3 H, m ), 7.62 (2 H, d, J=7.0 Hz ), 
7.68(2 H, d, J=8.4Hz ), 7.76 (1 H, s ), 7.91 (2 H, d, J=8.4 
Hz). 





C24H24N203 tLX 




elemental analysis values 


C24H24N200<SB>3</SB> doing 


tmm-.c, 


74.21; H, 6.23; 


N, 


7.21. 


calculated value :C, 


74.21 ; H, 6.23; 


N, 


7.21 . 




74.17; H, 6.23; 


N, 


7.01. 


experimental value :C, 


74.17 ;H, 6.23; 


N, 


7.01 . 
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103 

4'-->PP-N-[3-((i/^^;UT5>')P«^;U]-2,3-vt 
Kp-i,4-'<>V^i;;i-+i/>-6-f;U][l,r-t*7x- 
ji.]-4-*;U7t<+-y-5K 

[^b 290] 




jpll) 

Working Example 105 

4' -chloro -N- (3 - [ (dimethylamino ) methyl ] - 2 and 3 
-dihydro -1,4- benzo dioxlne -6-yl ] (1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Foimula 290] 



62 V^i^tltz N,N-e/y^JU-N-[(7-75y 

-2,3-vtKP-l,4-'<>V^v:i-4rV>-2-'r;U)-^? 

'H-NMR (CDCI3) (5 : 2.33 (6H, s), 2.50-2.67 
(2H, m), 3.94-4.01 (IH, m), 4.28-4.31 (2H, m), 
6.86 (IH, d, J=8.7 Hz), 7,03-7.06 (IH, m), 7.31 
(IH. m), 7.44 (2H, d, J=8.4 Hz), 7.55 (2H, d, 
J=8.4 Hz), 7.65 (2H, d, J=8.1 Hz), 7.67 (IH, s), 
7.91(2H,d.J=8.1Hz). 

mi^:l5Z-\59 deg C (iigS^bJ§JS:V'rv:^Ptf 

;ux— x;u) 

[0288] 

4'-<7PP-N-[2-[(i;>^;u75y)y5^;u]-2,3--:;t 

Kp-i,4-'<>yi/;l-+v>-6--f;i/][l,r-t*7x;i 
;u]-4-*jU7t?+-9-5K 

nb29i] 

.-Os. ^ ^CH, 




It acquired title compound with method which is similar to 
Working Example 1 making use of N, N- dimethyl -N- [ (7 
-amino -2, 3- dihydro -1,4- benzo dioxine -2- yl ) methyl ] 
amine which is acquired with Reference Example 62, as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.33 (6 H, 
s ), 2.50 - 2.67 (2 H, m ), 3.94 - 4.01 (1 H, m ), 4.28 - 4.3 1 (2 
H, m ),6.86 (1 H, d, J=8.7 Hz ), 7.03 - 7.06 (1 H, m ), 7.31 (1 
H, m ), 7.44 (2 H, d, J=8.4 Hz ), 7.55 (2 H, d, J=8.4 Hz ), 7.65 
(2 H, d, J=8.1 Hz ), 7.67 (1 H, s ),7.91 (2 H, d, J=8.1 Hz ). 

melting point :158-159 deg C (crystallization 
solvent :diisopropyl ether ) 

[0288] 

Working Example 106 

4' -chloro -N- [2 - [ (dimethylamino ) methyl ] - 2 and 3 
-dihydro -1,4- benzo dioxine -6-yl ] [1, T -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 291] 



63 T*^#b+lfc N,N-v>5^;U-N-[(6-75y 
-2,3-vtKP-l,4-^>7i;:*-+v>-2-^;U)>? 

'H-NMR (CDCI3) 6 : 2.34 (6H, s), 2.46-2.67 
(2H, m). 3.94-4.01 (IH. m). 4.28-4.34 (2H, m). 



It acquired title compound with method which is similar to 
Working Example 1 making use of N, N- dimethyl -N- [ (6 
-amino -2, 3- dihydro -1,4- benzo dioxine -2- yl ) methyl ] 
amine which is acquired with Reference Example 63, as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.34 (6 H, 
s ), 2.46 - 2.67 (2 H, m ), 3.94 - 4.01 (1 H, m ), 4.28 - 4.34 (2 
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6.91 (IH, d, J=8.6 Hz), 7.02-7.05 (IH, m), 7.30 
(IH, m), 7.44 (2H, d, J=8.4 Hz), 7.55 (2H, d, 
J=8.4 Hz), 7.66 {2H, d, J=8.1 Hz), 7.70 (IH, s), 
7.92(2H,d,J=8.1Hz). 



H, m ),6.91 (1 H, d, J=8.6 Hz ), 7.02 - 7.05 (1 H, m ), 7.30 (1 
H, m ), 7.44 (2 H, d, J=8.4 Hz ), 7.55 (2 H, d, J=8.4 Hz ), 7.66 
(2 H, d, J=8.1 Hz ), 7.70 (1 H, s ),7.92 (2 H. d, J=8.1 Hz ). 





C24H23C1N203 tLX 




elemental analysis values 


C24H23ClN200<SB>3</SB> doing 


ftlHil:C, 


68.16; 


H, 


5.48; 


N. 


6.62. 


calculated value :C, 


68.16; 


H. 


5.48; 


N, 


6.62. 


HKfilrC, 


68.09; 


H, 


5.29; 


N. 


6.57. 


experimental value :C, 


68.09 ; 


H, 


5.29; 


N, 


6.57. 



mmm lo? 

2',4'-v7;u;t-a-N-[2-[(v>^;i/T5y)>^ 
;u]-2,3-i;tKp-i,4.^>v^i;^+i/>-6--f 
;i/][i,r-e:7x-;u]-4-*;u7K+-l*-5K 

lit 292] 




jpll ether) 

Working Example 107 

T and 4' -difluoro -N- [2 - [ (dimethylamino ) methyl ] - 2 and 
3 -dihydro -1,4- benzo dioxine -6-yl ] [1, T -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 292] 



##<5tJ 63 -e^#btlfcN,N-vy^;U-N-[(6-75y 
-2,3.i?tKn-l,4.^>ye?:l-+i/>-2.>f;i/)^^ 

*H.NMR (CDCI3) 6 : 2.34 (6H, s), 2.50-2.63 
(2H, m), 3.94-4.01 (IH, m), 4.28-4.34 (2H, m), 
6.91 (IH, d, J=8.6 Hz), 6.91-7.03 (3H, m), 7.30 
(IH, m), 7.40-7.50 (IH, m), 7.61 (2H, d, J=8.1 
Hz), 7.69 (IH, s), 7.92 (2H, d,J=8.1 Hz). 



It acquired title compound with method which is similar to 
Working Example 1 making use of N, N- dimethyl -N- [ (6 
-amino -2, 3- dihydro -1,4- benzo dioxine -2- yl ) methyl ] 
amine which is acquired with Reference Example 63, as white 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.34 (6 H, 
s ), 2.50 - 2.63 (2 H, m ), 3,94 - 4.01 (1 H, m ), 4.28 - 4.34 (2 
H, m ),6.91 (1 H, d, J=8.6 Hz ), 6.91 - 7.03 (3 H, m ), 7.30 (1 
H, m ), 7.40 - 7.50 (1 H, m ), 7.61 (2 H, d, J=8.1 Hz ), 7.69 (1 
H,s),7.92 (2 H, d,J=8.1Hz). 





. C24H22F2N203 tLX 




elemental analysis values 


C24H22F2N200<SB>3</SB> doing 




67.91; 


H, 


5.22; 


N, 


6.60. 


calculated value :C, 


67.91 ; 


H, 


5.22; 


N. 


6.60. 
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67.75; 


H, 


5.09; 


N. 


6.48. 


experimental value :C, 


67.75 ; 


H, 


5.09; 


N, 


6.48 . 



[0289] 

muin 108 

6-(4- O □ :? X :=. ;U )-N-[2-( 1 - tf D 'J V - > ^ 
^U)-2,3-i/tKa-l,4-'<>i/i;;i-4^v>-6-'f;U]- 



melting point :209-210 deg C (crystallization 
solvent :diisopropyl ether ) 

[0289] 

Working Example 108 

6 - (4 -chlorophenyl ) -N- [2 - (1 -pyrrolidinyl methyl ) - 2 and 
3 -dihydro -1, 4- benzo dioxine -6-yl ] nicotinamide 




Dl 

[^b 293] 



jaro 



[Chemical Formula 293] 



64 Vm^^tz l-[(6-75y-2,3-vtKa 
-l,4-^>yv:t^v>-2-^;U)-?<^;U]eP'Ji/> 

^H-NMR (CDCI3) 6: 1.81 (4H, m), 2.50-2.63 
(4H, m), 2.75-2.77 (2H, m), 3.90-4.10 (IH, m), 
4.30-4.36 (2H, m), 6.91 (IH, d, J=8.6 Hz), 
7.00-7.10 (IH, m), 7.26 (IH, m), 7.48 (2H, d, 
J=8.6 Hz), 7.72 (IH, s), 7.81 (IH, d, J=7.8 Hz), 
8.01 (2H, d, J=8.6 Hz), 8.20-8.25 (IH, m), 9.10 
(lH,s). 



It acquired title compound with method which is similar to 
Working Example 1 lit acquires with Reference Example 64 - 
making use of [ (6 -amino -2, 3- dihydro -1,4- benzo dioxine 
-2- yl ) methyl ] pyrrolidine , as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.81 (4H, 
m ), 2.50 - 2.63 (4 H, m ), 2.75 - 2.77 (2 H, m ), 3.90 - 4.10 (1 
H, m ),4.30 - 4.36 (2 H, m ), 6.91 (1 H, d, J=8.6 Hz ), 7.00 - 
7.10 (1 H, m ), 7.26 (1 H, m ), 7.48 (2 H, d, J=8.6 Hz ), 7.72 
(1 H, s ),7,81 (1 H, d, J=7.8 Hz ), 8.01 (2 H, d, J=8.6 Hz ), 
8.20-8.25 (1 H,m), 9.10(1 H,s). 





C25H24C1N303 tLX 




elemental analysis values 


C25H24ClN300<SB>3</SB> doing 




66.74; H, 5.38; 


N, 


9.34. 


calculated value :C, 


66.74 ; H, 5.38; 


N. 


9.34. 


mmm-.c. 


66.66; H, 5.46; 


N, 


9.11. 


experimental value :C, 


66.66 ; H, 5.46; 


N, 


9.11 . 



;UX-x;U) jpll ether) 

109 Working Example 109 

N-[3-[(v>^;U75y);«^;U]-2H--j7Py>-7-< N- [3 - [ (dimethylamino ) methyl ] - 2 H-chromene -7-yl ] - 4' 
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;U]-4'-:7;u^p[l.l'.|f7xr:;u]^*;U7|?dF-9-5 
K 

[<b294] 



-fluoro [1. r -biphenyl ] - 4 -carboxamide 
[Chemical Formula 294] 




##«y 59 Vmtz 3-[(N,N-i;y5^;U75y)-/^ 

;u]-2H-<7py>-7-75>$ffli^r. HJfe^il i 

'H-NMR (CDCI3) 6 : 2.23 (6H. s). 2.97 (2H, s), 
4.79 (2H, s), 6.30 (IH, s), 6.96 (IH, d, J=8.1 Hz). 
7.13-7.22 (4H, m), 7.56-7.61 (2H, m), 7.65 (2H, 
d, J=8.4 Hz), 7.78 (IH, s), 7.92 (2H, d, J=8.4 Hz). 



title compound was acquired by doing operation of being 
sinular to the Working Example 1 3 it acquires with 
Reference Example 59 - [ (N, N- dimethylamino ) methyl ] - 
making use of 2 H-chromene -7-amine . 

<sup>l</sup>H-nmr (CDCI<sub>,3</sub> );de: 2.23 (6 H, 
s ), 2.97 (2 H, s ), 4.79 (2 H, s ), 6.30 (1 H, s ), 6.96 (1 H, d, 
J=8.1 Hz ), 7.13 - 7.22(4 H, m ), 7.56 - 7.61 (2 H, m ), 7.65 (2 
H, d, J=8.4 Hz ), 7.78 (1 H, s ), 7.92 (2 H, d, J=8.4 Hz ). 





C25H23FN202 t 




X 


elemental analysis values 


C25H23FN202 


* 



N, 6.96. 

HSIfiliC, 74.35; H. 5.68; N, 6.74. 

81^:192-195 deg C (i^^it^m'M'JZfae 
;i/X— x;U) 

[0290] 

mmm no 

4'-'i;PP-N-[3-[(v>5^;UT5/)^<5^;U]-3,4-i;t 

Kp-2H-<7P»-7--i';u][i.i'-tf:7xii;u]-4-*;u 



N, 6.96. 

experimental value :C, 74.35; H, 5.68; N, 6.74. 

melting point : 192-195 deg C (crystallization 
solvent :diisopropyl ether ) 

[0290] 

Working Example 110 

4' -chloro -N- [3 - [ (dimethylamino ) methyl ] - 3 and 4 
-dihydro -2H-chromene -7-yl ][!.!' -biphenyl ] - 4 
-carboxamide 




[Chemical Formula 295] 



65 Vm^htz N-[(7-75A3,4-vtKn 

^fflLNT. mm\ 1 tmm(omi^ino:itiz^ 



title compound was acquired by doing operation of being 
similar to the Working Example 1 N- which is acquired with 
Reference Example 65 [ (7 -amino -3, 4- dihydro 
-2H-chromene -3- yl ) methyl ] making use of-N, Ndimethyl 



amine . 
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'H-NMR (CDClj) d : 2.26 (6H, s), 2.27 (3H, m), 
2.47-2.51 (IH, m), 2.83-2.89 (IH, m), 3.82-3.86 
(IH, m), 4.28-4.32 (IH, m), 7.04 (IH, d, J=8.1 
Hz), 7.12-7.18 (2H, m), 7.44 (2H, d, J=8.4 Hz), 
7.56 (2H, d, J=8.4 Hz), 7.67 (2H, d, J=8.4 Hz), 
7.71 (IH, s), 7.93 (2H, d, J=8.4 Hz). 

111 

4'-'i7aQ-N-[6-[(i/y^;i/T5y).?«^;u]-5->-^;i/ 
-7,8-vtKP-2-:^:7$r^-;u][l,^-tf7xI^;^]-4- 

[^b 296] 




<sup>l</sup>H-ninr (CDCl<sub>3<;/sub> );de: 2.26 (6 H, 
s ), 2.27 (3 H, m ), 2.47 - 2.51 (1 H, m ), 2.83 - 2.89 (1 H, m ), 
3.82 -3.86 (1 H, m ), 4.28 - 4.32 (1 H, m ), 7.04 (1 H, d, J=8.1 
Hz ), 7.12 - 7.18 (2 H, m ), 7.44 (2 H, d, J=8.4 Hz ), 7.56 (2 
H, d, J=8.4 Hz ),7.67 (2 H, d, J=8.4 Hz ), 7.71 (1 H, s ), 7.93 
(2H,d,J=8.4Hz). 

Working Example 1 1 1 

4' -chloro -N- [6 - [ (dimethylamino ) methyl ] - 5 -methyl -7, 
8-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Fonnula 296] 



66 X-mhMz 6-[(vy^;U75/)>^ 

;u]-5->^;u-7,8-vtKP-2-:^:7^b>7£>^ffl 

'H-NMR (CDCI3) d : 2.09 (3H, s), 2.27 (6H, s), 
2.31-2.37 (2H, m), 2.74-2.79 (2H, m), 3.08 {2H, 
s), 7.27-7.30 (IH, m), 7.44-7.48 (4H, m), 7.56 
(2H, d, J=8.6 Hz), 7.67 (2H, d, J=8.4 Hz), 7.79 
(IH, s), 7.95 (2H, d, J=8.4 Hz). 



title compound was acquired by doing operation of being 

similar to the Working Example 1 6 it acquires with 
Reference Example 66 - [ (dimethylamino ) methyl ] - making 
use of 5 -methyl -7, 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.09 (3 H, 
s ), 2.27 (6 H, s ), 2.31 - 2.37 (2 H, m ), 2.74 - 2.79 (2 H, m ), 
3.08(2 H, s ), 7.27 - 7.30 (1 H, m ), 7.44 - 7.48 (4 H, m ), 7.56 
(2 H, d, J=8.6 Hz ), 7.67 (2 H, d, J=8.4 Hz ), 7.79 (1 H, s ), 
7.95(2 H, d, J=8.4 Hz ). 





C27H27C1N20 bLX 




elemental analysis values 


C27H27C1N20 doing 


tmm-.c. 


75.25; 


H, 


6.31; 


N, 


6.50. 


calculated value :C, 


75.25 ; 


H, 


6.31 ; 


N, 


6.50. 


mmm-.c. 


74.86; 


H, 


6.20; 


N, 


6.42. 


experimental value :C, 


74.86 ; 


H, 


6.20; 


N, 


6.42. 



[0291] 

mmm 112 

4'-'>pa-N-[6-[(vy^;u7^y)^^;u]-5-x^;u 
-7,8-vtKa.2.'f:75»u:=.;u][i,r-e:7x-;u]-4- 



jpll ether) 
[0291] 

Working Example 112 

4' -chloro -N- [6 - [ (dimethylamino ) methyl ] - 5 -ethyl -7, 
8-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 
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[Chemical Formula 297] 




;u]-5-x^;u.7,8-i/tKn-2-:^:7^b>75>$ 

'H-NMR (CDCI3) d : 1.09 (3H, t, J=7.5 Hz), 
2.27 (6H, s), 2.31-2.37 (2H,m), 2.60-2.63 (2H, 
m), 2.71-2.76 (2H, m), 3.08 (2H, s), 7.31 (IH, d, 
J=9.2 Hz), 7.43-7.49 (4H, m), 7.56 (2H, d, J=8.7 
Hz), 7.67 (2H, d, J=8.6 Hz). 7.80 (IH, s), 7.94 
(2H,d,J=8.6Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 67 - [ (dimethylamino ) methyl ] - making 
use of 5 -ethyl -7, 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.09 (3 H, t, 
J=7.5 Hz ), 2.27 (6 H, s ), 2.31 - 2.37 (2 H, m ), 2.60 - 2.63 (2 
H, m ), 2.71 -2.76 (2 H, m ), 3.08 (2 H, s ), 7.31 (1 H, d, J=9.2 
Hz ), 7.43 - 7.49 (4 H, m ), 7.56 (2 H, d, J=8.7 Hz ), 7.67 (2 
H, d, J=8.6 Hz ), 7.80 (1 H, s ),7.94 (2 H, d, J=8.6 Hz ). 





C28H29C1N20 tLX 




elemental analysis values 


C28H29C1N20 doing 




I+Sfit:C, 


75.57; H, 


6.57; 


N. 


6.30. 


calculated value :C, 


75.57 ; H, 


6.57 ; 


N, 


6.30. 


mmm-.c. 


75.41; H, 


6.34; 


N, 


6.23. 


experimental value :C, 


75.41 ; H, 


6.34; 


N, 


6.23. 




jpl 1 ether ) 









mmm 113 

5^;u-7,8.vfc:KP-2-:^3?^L/-;u][i,r-e:7x- 

[^b 298] 



Working Example 113 

4* -chloro -N- [6 - [ (dimethylamino ) methyl ] - 5 -isobutyl -7, 
8-dihydro -2- naphthalenyl ] [1, V -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 298] 




cr 
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;u]-5-<v:^^;u-7,8-'vtKa-2--^:7^u>75> 

'H-NMR (CDCI3) 6 : 0.90 (6H, d, J=6.4 Hz), 
1.73-1.78 (IH, m), 2.23 (6H,s), 2.34 (2H, m). 
2.50 (2H, d, J=7.3 Hz), 2.74 (2H, m), 3.13 (2H, 
s), 7.26-7.30 (IH, m), 7.45-7.48 (4H, m), 7.56 
(2H, d, J=8.7 Hz), 7.67 {2H, d, J=8.4 Hz), 7.79 
(IH, s), 7.94(2H,d,J=8.4Hz). 



tide compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 68 - [ (dimethylamino ) methyl ] - making 
use of 5 -isobutyl -7, 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 0.90 (6 H, d, 
J=6.4 Hz ), 1.73 - 1.78 (1 H, m ), 2.23 (6 H, s ), 2.34 (2 H, 
m ), 2.50 (2 H, d, J=7.3 Hz ), 2.74(2 H, m ), 3.13 (2 H, s ), 
7.26 - 7.30 (1 H, m ), 7.45 - 7.48 (4 H, m ), 7.56 (2 H, d, J=8.7 
Hz ), 7.67 (2 H, d, J=8.4 Hz ), 7.79(1 H, s ), 7.94 (2 H, d, 
J=8.4Hz). 





C30H33C1N2O tLX 




elemental analysis values 


C30H33C1N2O doing 


ttiHi:C. 


76.17; H, 


7.03; 


N, 


5.92. 


calculated value :C, 


76.17 ;H, 


7.03; 


N. 


5.92. 




75.91; H, 


7.19; 


N. 


5.72. 


experimental value :C, 


75.91 ; H, 


7.19; 


N, 


5.72. 



[0292] 

mM^si 114 

;^)-7,8-vtK□-2-:^:7^b-;u][l,r-e:7xz: 

lit 299] 




jpl 1 ether ) 
[0292] 

Working Example 1 14 

4' -chloro -N- [5 -methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] [1, T -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 299] 



69 vm^titz 5-y^;u.6- (i-tpgi;^ 

'H-NMR (CDCI3) d : 1.79 (4H. m), 2.1 1 {3H, s), 
2.30-2.40 (2H, m). 2.54(4H, m), 2.74-2.79 (2H, 
m), 3.28 (2H, s), 7.26-7.30 (IH, m), 
7.45-7.48(4H, m), 7.56 (2H, d, J=8.6 Hz), 7.67 
(2H, d, J=8.4 Hz), 7.81 (IH, s),7.95 (2H, d, J=8.4 
Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 69 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.79 (4 H, 
m ), 2. 1 1 (3 H, s ), 2.30 - 2.40 (2 H, m ), 2,54 (4 H, m ), 2,74 - 
2.79(2 H, m ), 3.28 (2 H, s ), 7.26 - 7.30 (1 H, m ), 7.45 - 7.48 
(4 H, m ), 7.56 (2 H, d, J=8.6 Hz ), 7.67 (2 H, d, J=8.4 Hz ), 
7.81(1 H. s ), 7.95 (2 H, d, J=8.4 Hz ). 
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1111^:190-192 deg C (USal^bjgi^iV'f V:^Ptf 

mwm lis 

N-[5->^;U-6-(l-eP'Ji/-^U^5^^l')-7,8-vth* 
□ -2--^7^b-;i/][l,l'-tf:7i— ;U]-4-*^U7t?^ 



[^b 300] 




##151] 69 T-#b*tfc 5-y^;U-6- (l-eP'Jv- 

;^>^;^)-7,8-i;tKa-2-:^7$IL/>75>$ffl^^ 

'H-NMR (CDClj) (5 : 1.78 (4H, m), 2.10 (3H, s), 
2.35-2.40 (2H, m), 2.53 (4H, m), 2.70-2.78 (2H, 
m). 3.28 (2H, s), 7.26-7.28 (IH, m). 7.40-7.50 
(5H, m), 7.62 (2H, d, J=7.0 Hz), 7.70 (2H, d, 
J=8.4 Hz), 7.87 (IH, s), 7.94 (2H, d, J=8.4 Hz). 

a^:169-170 deg C ifiS^itmm'MVZfa\£ 
^UX-T-^U) 

[0293] 

mMm 116 

6.(4-p'h+->:7x:i.yU)-N-[5-;<^jU-6-(l-bfO'Ji? 

-;u>^;u)-7,8-vtKn-2-:t-:7$'^-;u]-3^ 



nb3oi] 




##0iJ 69 T-#P,*tfc 5-^^)\^-6- (1-eP'Ji?- 
;Upt^;U)- 7,8-vt:KP-2-:^7^b>75>^fflt^ 

'H-NMR (CDCI3) (5 : 1.78 (4H, m), 2.09 (3H, s), 
2.35-2.40 (2H, m), 2.53 (4H, m), 2.70-2.77 (2H, 



melting point : 190- 192 deg C (crystallization 
solvent :diisopropyl ether ) 

Working Example 1 1 5 

N- [5 -methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 00] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 69 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1 .78 (4 H, 
m ), 2.10 (3 H, s ), 2.35 - 2.40 (2 H,m ), 2.53 (4 H, m ), 2.70 - 
2.78(2 H, m ), 3.28 (2 H, s ), 7.26 - 7.28 (1 H, m ), 7.40 - 7.50 
(5 H. m ). 7.62 (2 H, d, J=7.0 Hz ), 7.70 (2 H, d, J=8.4 Hz ), 
7.87(1 H, s ), 7.94 (2 H, d, J=8.4 Hz ). 



Working Example 1 1 6 

6 - (4 -methoxyphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- n^hthalenyl ] nicotinamide 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 69 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.78 (4 H, 
m ), 2.09 (3 H, s ), 2.35 - 2.40 (2 H, m ), 2.53 (4 H, m ), 2.70 - 



melting point -.169-170 deg C (crystallization 
solvent :diisopropyl ether ) 

[0293] 



[Chemical Formula 3 Ol ] 
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m), 3.27 (2H, s), 3.88 (3H, s), 7.01 (2H, d, J=8.9 
Hz), 7.26 (IH, d, J=8.9 Hz), 7.45-7.47 (2H, m), 
7.75 (IH, d, J=8.4 Hz), 7.95 (IH, s), 8.01 (2H, d. 
J=8.9 Hz). 8.18-8.21 (IH, m), 9.09 (lH.m). 



2.77(2 H, m ), 3.27 (2 H, s ). 3.88 (3 H, s ), 7.01 (2 H, d, J=8.9 
Hz ), 7.26 (1 H, d, J=8.9 Hz ), 7.45 - 7.47 (2 H. m ), 7.75 (1 
H, d, J=8.4 Hz ), 7.95(1 H, s ), 8.01 (2 H, d, J=8.9 Hz ), 8.18 - 
8.21 (1 H,in). 9.09(1 H,m). 





C29H31N302 tLX 




elemental analysis values 


C29H31N302 doing 




76.79; H, 


6.89; 


N, 


9.26. 


calculated value :C, 


76.79 ; H, 


6.89; 


N, 


9.26. 




76.46; H, 


6.64; 


N, 


9.09. 


experimental value .C, 


76.46 ; H, 


6.64; 


N, 


9.09. 



;ux— 7^;u) 

4''<paa -N-[5- V T y -6-(i- 1° p U V - ;u y ^ 
;U)-7,8-'>:;tKP-2.-f7$l/-;U][l,r-e7xr: 

;b]-4-*;u7t?4F-9-5K 

lit 302] 

H 



jpl 1 ether ) 
Working Example 1 17 

4* -chloro -N- [5 -cyano -6- (1 -pyrrolidinyl methyl ) - 7 and 8 
-dihydro -2- naphthalenyl ][!,!' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 02] 



70 vmh^tz 6-75A2-(i-ep«je^-;u 

p(:ji;U).3,4-vtKP-l--:>-3?^iU>*;U7fN-h'J;U 

1 4'-^pp[i,r-e:7x->UH-:*j;un?>^^fflt^ 

NMR (DMSO-de) 6 L73 (4H, m), 2.50 (4H, 
m). 2.56 (2H, m), 2.82 (2H, m), 3.49 (2H, s), 7.32 
(IH, d, J = 9.0 Hz), 7.57 (2H, d, J = 8.4 Hz), 
7.56-7.87 (6H, m), 8.07 (2H, d, J = 8.4 Hz), 10.40 
(IH, s). 



By doing operation of being similar to Working Example 1 6 
-amino -2- where itacquires with Reference Example 70 (1 
-pyrrolidinyl methyl ) - 3 and 4 -dihydro -1- naphthalene 
carbonitrile and 4* -chloro [1,1' -biphenyl ] -making use of 4 
-carboxylic acid , it acquired title compound as colorless 
powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de 1.73 (4 H, 
m ), 2.50 (4 H, m ), 2.56 (2 H, m ), 2.82 (2 H, m ), 3.49 (2 H, 
s ), 7.32 (1 H, d, J = 9.0 Hz ),7.57 (2 H, d, J = 8.4 Hz ), 7.56 - 
7.87 (6 H, m ), 8.07 (2 H, d, J = 8.4 Hz ), 10.40 (1 H, s ). 



FABMS(pos) 


468.2 


[M+H]+ 


FABMS (pos ) 


468. 2 


[M+H ] + 



jpl 1 ether ) 
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[0294] 

N-[5-v7>'-6-(l-lfP'Jv-;U^5^;U)-7,8-i/tK 

a-2--^-7^?U— ;u][i.i'-if7x=.;u]-4-*;i/7K+ 

■9-5K 
C^b 303] 



CN 




[0294] 

Working Example 118 

N- [5 -cyano -6- (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Fomiula 3 03] 



70 X-m^^^tz 6-75y-2-(l-t°P 'Ji?-;U 
>9^;u)-3 ,4- V t K P - 1 U^:^ -ii/Tt?- hU ;u 
t[i,r-bf 7x-;u]-4-*;u7t<>iS$ffli^T, Ulils 

'H NMR (DMSO-dfi) 5 1.81 (4H, m), 2.62 (6H, 
m), 2.88 (2H, m), 3.56 (2H. s), 7.41 (2H, m), 7.46 
(3H, m), 7.64 (2H, d, J = 6.9 Hz), 7.73 (3H, m), 
7.88 (IH, s), 7.95 (2H, d, J = 8.1 Hz). 



;ux-x;u) 

3-:^P^-N-[6-[(v^^;U75>')/^;i/]-5,6,7,8- 
xh7tKP-2--*-:7^lx-;U]'<>X75K 



By doing operation of being similar to Working Example 1 6 
-amino -2- where itacquires with Reference Example 70 (1 
-pyrrolidinyl methyl ) - 3 and 4 -dihydro -1- naphthalene 
carbonitrile making use of [1 , 1' -biphenyl ] - 4-carboxylic 
acid , it acquired title compound as colorless powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de 1.81 (4 H, 
m ), 2.62 (6 H. m ), 2.88 (2 H, m ), 3.56 (2 H, s ), 7.41 (2 H, 
m ), 7.46 (3 H, m ),7.64 (2 H, d, J = 6.9 Hz ), 7.73 (3 H, m ), 
7.88 (1 H, s ), 7.95 (2 H, d, J = 8.1 Hz ). 

[M+H]+ 



[M+H] + 
jpl 1 ether ) 
Working Example 119 

3 -bromo -N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] benzamide 



FABMS(pos) 434.2 
FABMS (pos ) 434. 2 




6-75/-2-(N,N-i;>^;i/75/)>9^;i'xh7'J> 

'H NMR (DMSO-d«) d : 1.31 (IH, m), 1.89 
(2H, m), 2.17 (6H, s), 2.17-2.35(3H, m), 2.77 
(3H. m), 7.04 (IH, d, J=8.4 Hz), 7.49 (3H, m). 



title compound was acquired 6 -amino -2- (N, N- 
dimethylamino ) methyl tetralin and making use of 3-bromo 
benzoic acid , by doing operation of being similar to Working 
Example 1. 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.31 (1 
H, m ), 1.89 (2 H, m ), 2.17 (6 H, s ), 2.17 - 2.35 (3 H, m ), 
2.77 (3 H, m ), 7.04(1 H, d, J=8.4 Hz ), 7.49 (3 H, m ), 7.79 (1 
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7.79 (lH,d, J=8.1 Hz). 7.94 (IH, d, J=7.8 Hz), 
8.13 (lH,s), 10.20 (IH.s). 

[0295] 

MMm 120 

N-[6-[(v-?»5^;U75>')>5^;U]-5,6,7,8-T^h7tK 
□ -2--^7^U-;U][l,l'-tf:7x:=:;U]-3-*jU7K^ 
■9-5K 

lit 305] 




H. d, J=8.1 Hz ), 7.94 (1 H, d, J=7.8 Hz ), 8.13 (1 H, s ), 10.20 
(1 H,s). 

[0295] 

Working Example 120 

N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 3 -carboxamide 

[Chemical Fonnula 3 05] 



1 19 V^hMz 3-Zfa=E-n-[6-[iiy:i^)l 
T5>')>^;U]-5,6,7,8-Th^tKn-2--f7^U^ 

16 tmmo>^n^n5ztiz<i:^).^mt 



'H NMR (DMSO-dfi) d : 1.43 (IH, m), 2.02 
(IH, m), 2.21 (IH, m), 2.42 (lH,m), 2.81 (6H, s), 
2.88 (3H, m), 3.09 (2H, m), 7.06 (IH, m), 
7.42-7.65 (6H, m), 7.78-7.95 (4H, m), 8.22 (IH, 
s), 10.27 (lH,s). 



title compound was acquired by doing operation of being 
similar to the Working Example 16 3 -bromo -N- where it 
acquires with Working Example 1 1 9 making use of [6 - 
[ (dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] benzamide and phenylboronic acid . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.43 (1 
H, m ), 2.02 (1 H, m ), 2.21 (1 H, m ). 2.42 (1 H, m ), 2.81 (6 
H, s ), 2.88 (3 H, m ),3.09 (2 H, m ). 7.06 (1 H, m ), 7.42 - 
7.65 (6 H, m ), 7.78 - 7.95 (4 H, m ), 8.22 (1 H, s ), 10.27 (1 
H,s). 



FABMS(pos) 


385.2 


[M+H]+ 


FABMS(pos) 


385.2 


[M+H]-!- 


'TV^ae/ux-T-^U) 


isopropyl ether ) 




mmm m 


Working Example 121 





N-[6-[(v;'9';UT5>');<^;U]-5,6,7,8-T^K^tK 
□-2-:^7^ b-;U]-2',4'-i/:7;i/:i- □ [ \,V-\dZ):i.- 
;u]-4-*;u;K:^-y-5K 



N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] - 2' and 4' -difluoro (1,1" -biphenyl ] - 4 
-carboxamide 




[<b306] 



[Chemical Formula 3 06] 



6-T5y-2-(N,N-vy5^;UT5>')>^^Ui^h^iJ> 

t 2\ 4'-v:?;u;*-p[i,r-t*7x^;H-4-*;u7f:> 



title compound was acquired 6 -amino -2- (N, N- 
dimethylamino ) methyl tetralin and 2' and 4 -difluoro [1,1' 
-biphenyl ] - making use of 4 -carboxylic acid , by doing 
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'H NMR (CDClj) 6 : 1.41 (IH, m), 1.94 (2H, 
m), 2.25 (6H, s), 2.23-2.30 (3H, m), 2.86 (3H, 
m), 6.96 (2H, m), 7.09 (IH, d, J=8.1 Hz), 7.30 
(IH, m), 7.43 (2H, m), 7.61 (2H, m), 7.76 (IH, 
s), 7.93 (2H, m). 

ll;il:162-163 deg C (!iSgB^<b?&aE:i^ilX^;U- 
[0296] 

N-[6-[(e;^^^l/75y)>5^;i/]-5,6,7,8-xh^tK 

□-2-±7^b-;u]-iH-i'>K-;i/-2-*;i/;^+-9- 
5K 

[^b 307] 

,.CH, 



6^' 



N 
CH, 



6-75/-2-(N,N-i?pf^;UT5/)^^;i/7^h7'J> 

t iH--f'>K-;u-2-*;u7t?>^$fflL^-c. mMM 

'H NMR (DMSO-d«) 6 : 1.32 (IH, m), 1.91 
(2H, m), 2.16 (6H, s), 2.16-2.35(3H, m), 2.78 
(3H, m), 7.06 (2H, m), 7.21 (IH, m), 7.44 (4H, 
m), 7.66 (IH, d, J=8.1 Hz), 10.05 (IH, s), 11.68 
(lH,s). 



operation of beingsimilar to Working Example 1. 

<sup>l</sup>Hnmr(CDCl<sub>3</sub>);de: 1.41 (1 H, 
m ), 1.94 (2 H, m ), 2.25 (6 H, s ), 2.23 - 2.30 (3 H, m ), 2.86 
(3 H, m ), 6.96(2 H, m ), 7.09 (1 H, d, J=8. 1 Hz ), 7.30 (1 H, 
m ), 7.43 (2 H, m ), 7.61 (2 H, m ), 7.76 (1 H, s ), 7.93 (2 H. 
m). 

melting point : 162- 163 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0296] 

Working Example 122 

N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] - 1 H-indole -2- caiboxamide 

[Chemical Formula 3 07] 



title compoimd was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin and I H-indole -2- 
carboxylic acid , by doing operation of being similar to 
Working Example 1. 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.32 (1 
H, m ), 1.91 (2 H, m ), 2.16 (6 H, s ), 2.16 - 2.35 (3 H, m ), 
2.78 (3 H, m ), 7.06(2 H, m ), 7.21 (1 H, m ), 7.44 (4 H, m ), 
7.66 (1 H, d, J=8.1 Hz ), 10.05 (1 H, s ), 1 1 .68 (1 H, s ). 



FABMS(pos) 


348.2 


[M+H]+ 


FABMS(pos) 


348.2 


[M+H ] + 



-rv:^ptf;ux-x;u) 

mmm 123 

N-[6-(e^;t^;u75^)-5,6,7,8-xK7tKn-2-:f:7 
^b^;H[i.i'-t*:7x-;u]-4-*;i//-K4-9-5K 

lit 308] 



Working Example 123 

N- [6 - (dimethylamino ) - 5, 6, 7 and 8 -tetrahydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 08] 
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CH. 




72 -e^ib4^fc N-(6-:l-^y-5,6,7.8-xh5 

t Kn -2-:t-:7^ i , r- lf7i-;i/l-4-*;U7K 

^■y-SK (lOmg, 0.029mmol)i:. 2 ^^VP^^^U 
75>0)Th^tKP:7^>j§/"$ (0.146inl, 
0.293mmol)$» S^il-xh7tKP:77:/(l:l)J§jft 
(0.5inl)l-JlDjl. 50 deg CV15 i^f^mWLtzo 

P7^0K:M-'J'!7A (31mg, 0.146mmol) ^isa 

50 deg c -e 2 mmm.nLtzo 

X. aa^b^tft (1.6mg) $m=. 

'H NMR (CDClj) 5: 1.68 (IH. m), 2.27 (IH, 
m), 2.40 (6H, s), 2.78 (5H, m), 7.1 1 (IH, d, J=8.1 
Hz), 7.32-7.50 (5H, m), 7.62 (2H, m), 7.72 (2H, 
d.J=8.4 Hz), 7.78 (IH, br), 7.94 (2H, d, J=8.4 
Hz). 



15 min it agitated with 50 deg C N- which is acquired with 
Reference Example 72 (6 -oxo -5, 6, 7, 8-tetrahydro -2- 
naphthalenyl ) [1, 1' -biphenyl ] - 4 -carboxamide (10 mg , 
0.029ininol ) with, tetrahydrofiiran solution (0.146 ml , 
0.293nunol ) of 2 normal dimethyl amine , inaddition to acetic 
acid -tetrahydrofiiran (1:1) solution (0.5 ml ). 

After cooling reaction mixture in room temperature , 2 hours 
it agitated with 50 deg C including triacetoxy hydro sodium 
borate (31 mg , 0.1 46mmol ). 

In reaction mixture you washed with ethylacetate including 1 
normal hydrochloric acid . 

In water layer after making basic including sodium 
carbonate , it extractedwith ethylacetate . 

extracted liquid , was washed with saturated saline , after 
drying, solvent under vacuum was removed with anhydrous 
sodium sulfate . 

Refining residue which it acquires with column 
chromatography (developing solvent ;ethylacetate ) of 
alimuna B,it acquired title compound (1.6 mg ). 

<sup>l</sup>H nmr (CDCI<sub>3</sub> );de: 1.68 (1 H, 
m ), 2.27 (1 H, m ), 2.40 (6 H, s ), 2.78 (5 H, m ), 7.1 1 (1 H, 
d, J=8.1 Hz ), 7.32 - 7.50(5 H, m ), 7.62 (2 H, m ), 7.72 (2 H, 
d, J=8.4 Hz ), 7.78 (1 H, br ), 7.94 (2 H, d, J=8.4 Hz ). 



FABMS(pos) 


371.2 


[M+H]+ 


FABMS (pos ) 


371.2 


[M+H ] + 


[0297] 


[0297] 




mum 124 


Working Example 124 




N-[4-[(E)-2-(4,5- V t K P - 1 H- 'f 5 ^ y — ;U-2- 

;u)xx-;u]:7x^;i/][i.i'.e:7i=.;U]-4-*jU;t? 


N- [4 - [ (E ) - 2 - (4 and 5 -dihydro -IH-imidazole -2- yl ) 
ethenyl ] phenyl ] [1, 1' -biphenyl ] • 4 -carboxy amide acetate 



lit 309] 



[Chemical Formula 3 09] 
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3 



75 T'^bHfc N-[4-[(E)-2-i/T>'XT- 
;U]:7x^;U][l,l'-t*3'x:^;U]-4-*;U/t5^v75K 
(250mg, 0.771inmol) OX^y— ;i/SjSj^l-s 

10. IN ^-IbTK^-x^iy-yujtj^ (30ml) ^MM. 

X'liU^. 16 BtFaHtl^^Lfc. 

X, X5^b>-:;T5:> (O.lSSml, 2.31mmol) $M 

Zitl^^^y-MZ^ML IN i^m (4inl) **D^ 



(124mg)^ilfe^!»^<tLT^|yi, 

'H NMR (DMS0-d«,7'J— IfeS) (5 : 3.33 (4H, 
m), 6.61 (IH, d, J = 16.8 Hz), 7.15 (IH, d, J = 
16.8 Hz), 7.52 (5H, m), 7.83 (6H, m), 8.07 (2H, 
d, J= 8.4 Hz). 



N- which is acquired with Reference Example 75 [4 - [ (E ) - 
2 -cyano ethenyl ] phenyl ] [1, 1' -biphenyl ] - 4 -caiboxy 
amide it addedlO.l Nhydrogen chloride -ethanol solution (30 
ml ) to ethanol suspension of (250 mg , 0.771ramol ), with 
room teiiq>erature , 16 hoursagitated. 

After under vacuum removing solvent , it added ethanol for 
thesecond time, added ethylenediamine (0.155 ml , 2.31 
mmol ) with room temperature , 16 hours agitated. 

crude product which was precipitated including sodium 
bicarbonate water solution , was washed withwater and 
chloroform . 

This was melted in methanol and after adding 1 
Nhydrochloric acid (4 ml ), solvent under vacuum was 
removed. 

In residue which it acquires including water of trace , 
itacquired title compound (124 mg ) as colorless powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub>, free base );de: 
3.33 (4 H, m ), 6.61 (1 H, d, J = 16.8 Hz ), 7.15 (1 H, d, J = 
16.8 Hz ), 7.52 (5 H, m ), 7.83 (6 H, m ), 8.07 (2 H, d, J= 8.4 
Hz ). 





C24H21N30-HCI-1.5H20 tLT 


elemental analysis values 


C24H21N30*HC1*1.5H20 doing 




66.89; H, 5.85; 


N, 9.75. 


calculated value :C, 


66.89 ; H, 5.85; 


N, 9.75. 




67.16; H, 6.10; 


N, 10.03. 


experimental value :C, 


67.16 ;H, 6.10; 


N, 10.03. 


mmm^^ 


5 




Working Example 12 


5 



— ;i/]"7x— ;U][l,r-t:7x:=.;U]-4-*;U7t?^*>7 [nim ] Iphenyl ][!,!' -biphenyl ] - 4 -carboxy amide acetate 
[-fb 310] [Chemical Formula 3 10] 
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..jS^Ny^ -HQ 



124 T'f#f>*lfc N-[4-[(E)-2-(4,5-i/tKP 

;i/][i,r-t*:?x-;i,]-4-*;i/7fC^vT5K ^^i® 

(80mg, 0.198mmol) O^^y-^USSiSl^. 
10% /<7i/'t?A.8tJ(l (200mg) ^JP^.Tk* 
»H»T 60 deg C 2 il#M«ti*Lfco 

!|^ (52mg) *^ifeta*i:LT^#f=, 

'H NMR (DMSO-d*) 6 : 2.73-2.97 (4H, m), 
3.37 (4H, s), 7.24 (2H, d, J = 8.4 Hz), 7.46 (3H, 
m), 7.76 (6H, m), 8.08 (2H, d. J = 8.4 Hz). 



N- which is acquired with Working Example 124 [4 - [ (E ) - 
2 - (4 and 5 -dihydro -IH-imidazole -2- yl ) ethenyl ] phenyl ] 
[1,1' -biphenyl ] - 4 -carboxy amide acetate in the methanol 
suspension of (80 mg , 0. 1 98mmol ), 2 hours it agitated with 
60 deg C under hydrogen atmosphere including 10% 
palladium -caibon (200 mg ). 

It acquired title compound (52 mg ) in residue which is 
acquired removal by filtration after doing catalyst , under 
vacuum it removed solvent , including diethyl ether , as 
colorless powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.73 - 
2.97 (4 H, m ), 3.37 (4 H, s ). 7.24 (2 H, d, J = 8.4 Hz ), 7.46 
(3 H, m ), 7.76 (6 H, m ). 8.08(2 H, d, J = 8.4 Hz ). 



FABMS(pos) 


370[M+H]+ 


FABMS(pos) 


370 [M+H ] + 



[0298] 

4-'?aP-N-[2-[[6-[(i;>5^;U75>')>-9^yU]-7,8-v 

tKa-2--f:7^'U^;u]75y]-2-?J-^vx^;u]K 



[0298] 

Working Example 126 

4 -chloro -N- [2 - [[6 - [ (dimethylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] amino ] - 2 -oxo ethyl ] 
benzamide 



Ut3Ul 



[Chemical Formula 3 11] 



mt^^Al 0) 2)Vm^*ltz 6- [(N,N-i/.>«^;U75 

/)^5FJU]-7,8-i;tKn-2-:»-7^'U>T£><!: 4-<7 

'H nmr (DMSO-dfi) d : 2.18 (6H, s), 2.21 (2H, 
m), 2.71 (2H, m), 2.91 (2H,s), 4.05 (2H, d, J=5.6 
Hz), 6.30 (IH, s), 6.98 (IH, d, J=8.1 Hz), 
7.36(2H, m), 7.58 (2H, d, J=8.4 Hz), 7.92 (2H. d. 



tide compound was acquired by doing operation of being 
similar to the Working Example 1 Working Example 412) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine and 4 
-chlorobenzoyl glycine . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.18 (6 
H, s ), 2.21 (2 H, m ), 2.71 (2 H, m ), 2.91 (2 H, s ), 4.05 (2 H, 
d, J=5.6 Hz ), 6.30 (1 H, s ),6.98 (1 H, d, J=8.1 Hz ), 7.36 (2 
H, m ), 7.58 (2 H, d, J=8.4 Hz ), 7.92 (2 H, d, J=8.4 Hz ), 8.94 
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(1 H, t,J=5.6 Hz), 10.00(1 H,s). 



FABMS(pos) 


398 


[M+H]+ 


FABMS (pos ) 


398 


[M+H ] + 



x-x;U) 
[0299] 
mt&m 127 

4'-<7 P □-N-[4-(3-lf '< 'J v-;U:^ Jl/Tt?— ;i')3'x 

^;u][i,r-hf7x:i;u]-4-*;u7tc+-*^5K mkik 



ether) 
[0299] 

Working Example 127 

4' -chloro -N- [4 - (3 -bipyridinyl carbonyl ) phenyl ] [1, 1' 
-biphenyl ] - 4 -carboxamide acetate 




CI 

[<b312] 



[Chemical Formula 312] 



1) 77 -^m^^tz tert-7f5^;U 3-(4-T5/ 

'<>y'^;^)-l-bf'<•Ji?>*-'^7^;:^i/b-K<!: 4-- 
^□a[i,r-e7x^;u]-4-:*i;U7f:>^$fflt^T. 

3-[4-[[(4'-'?p P[i,r-b::7x-;u]-4--f ;u)* 

FABMS(pos) 519.2 [M+H]+ 

2) l)t!m^htz tert-^^;i/ 3-[4-[[(4'-'j7PP 

[i,r-t*7x-;u]-4-'f;i/)*;u/-t?-;u]75y]'<> 

V/-f;U]-l-e^'Ji?>*;i'7t5+*>^-K (lOOmg, 
o.i93mmoi) \z 4 ^^^1b7K^-itMx^;u 

(1ml) $*px. 1 ^mmzmm^s^zT^^L 

(73.3mg) ^ilfe^»*i:LT^#fc. 

'H NMR (DMSO-d«) 6 1.56 (IH, m), 1.82 (2H, 
m), 2.02 (IH, ra), 2.89 (IH, m), 3.05 (IH, m), 
3.33 (2H, m), 3.90 (IH, m), 7.58 (2H, d, 
J=8.1Hz), 7.81(2H, d, J=8.1Hz), 7.88 (2H, d. 
J=8.1Hz), 8.03 (4H, m), 8.11 (2H, d, J=8.1Hz), 
9.04 (2H, br), 10.73 (IH, s). 



1) t- butyl 3- [4 - [[ (4' -chloro [1, 1' -biphenyl ] - 4 -yl ) 
carbonyl ] amino ] benzoyl ] - 1 -piperidine carboxylate was 
acquired by doing operation ofbeing similar to Working 
Example 1 1- butyl 3- which is acquired with Reference 
Example 77 (4 -amino benzoyl ) - 1 -piperidine carboxylate 
and 4' -chloro [1, 1' -biphenyl ] - making use of 4 -carboxylic 
acid . 

FABMS (pos ) 519.2 [M+H ] + 

2) 1) So t- butyl 3- which is acquired [4 - [[ (4' -chloro [1, 1' 
-biphenyl ] - 4 -yl ) carbonyl ] amino ] benzoyl ] - 1 
-piperidme carboxylate in (100 mg , 0.1 93mmol ) the solvent 
under vacuum was removed 1 hour later including 4 rule 
hydrogen chloride -ethylacetate (1 ml ). 

In residue including diisopropyl ether , it acquired title 
compound (73.3 mg ) as the colorless powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de 1.56 (1 H, 
m ), 1.82 (2 H, m ), 2.02 (1 H, m ), 2.89 (1 H, m ). 3.05 (1 H, 
m ), 3.33 (2 H, m ),3.90 (1 H, m ), 7.58 (2 H, d, J=8. IHz ), 
7.81 (2 H, d, J=8.1Hz ), 7.88 (2 H, d, J=8.1Hz ), 8.03 (4 H, 
m ), 8.1 1 (2 H, d, J=8.1Hz ), 9.04 (2 H, br ), 10.73(1 H. s ). 



FABMS(pos) 



419.2 [M+H]+ 
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FABMS (pos ) 


419.2 [M+H] + 


gfi^: 222 


IJ.^ ^ \7Jrn) 


melting point : 222 


225 * (Disassembly) 


[0300] 


[0300] 

Working Example 128 



4'-'5'P □-N-[4-[t KP^v(3-tf^'J 4' -chloro -N- [4 - [hydroxy (3 -bipyridinyl ) methyl ] phenyl ] 
i|Upx.=.;U][l,l'-t*7x^;U]-4-*;U7K+-9-5K [1, 1' -biphenyl ] - 4 -carboxamide acetate 




#%0IJ 78 T-I#b^lfc tert-:?^;U 3-[[4-[[(4'--j7 

nn[i,r-t*3'x:^;H-4--f;u)*;i/7t?-;u]75y] 
3'x^;i/](th*P+v)y^;U]-l-e'<Uv>:'3;U^x 
h (lOOmg, 0.192mmol) IC4^a^ig'(k 
**-S^S|X^;U (Iml) ^JPX. 1 BtPami-jt 

■ (79.8mg) ^i{fet»5KtLr^tfc. 



FABMSMS(pos) 421.2 [M+H]+ 



t- butyl 3- which is acquired with Reference Example 78 [[4 • 
[[ (4' -chloro [1, r -biphenyl ] - 4 -yl ) carbonyl ] amino ] 
phenyl ] (hydroxy ) methyl ] - 1 -piperidine carboxylate in 
(100 mg , 0.1 92mmol ) the solvent under vacuum was 
removed 1 hour later including 4 rule hydrogen chloride 
-ethylacetate (1 ml ). 

In residue including diisopropyl ether , it acquired title 
compound (79.8 mg ) as the colorless powder . 

FABMSMS (pos ) 421 .2 [M+H ] + 





195 °C 




melting point : 


195* 


(Disassembly) 


n 




129 




Truth 


Execution 


129 




;U]T5y]7x=.;U] 


(3-tf'<'Ji/-;u)>^;u T-b 


jpl 1 ]amino ]phenyl ] (3 -bipyridinyl ) methyl acetate 



[<b314] 



[Chemical Formula 3 14] 
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128T'^§b*^fctert-:^^;^ 3-[[4-[[(4'-'j7 

PQ[i,r-if:7i-;u]-4--f;u)*;u7H-;u]75/] 
:7x->ii.](tKP4*»p<5^;u]-i-tf'<'Ji?>*-iU7K 

h (366mg, 0.702inmol) (DSfMM7& 
(3.5ml)lCjHsSift (0.0562ml) $»PX» MS-C 16 

^7^- (SrjBi§!«;i^ilx5^;u-;t^A;u=3:l) 
t-r^-.!:I^J:yaS^b^!fel (210mg) 



t- butyl 3- which is acquired with Working Example 128 [[4 - 
[[ (4' -chloro [1, r -biphenyl ] - 4 -yl ) carbonyl ] amino ] 
phenyl ] (hydroxy ) methyl ] - 1 -piperidine carboxylate to 
acetic acid solution (3.5 ml ) of (366 mg , 0.702mmol ) 16 
hours it agitated with room temperature including 
concentrated sulfuric acid (0.0562 ml ). 

In reaction mixture you washed with potassium hydrogen 
carbonate aqueous solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

Refining oil which it acquires with column chromatography 
(developing solvent ;ethylacetate -methanol =3:1) of alumina 
B,it acquired title compound (210 mg ) by making powder 
with diisopropyl ether . 



FABMS(pos) 


403.2 [M+H]+ 


FABMS (pos ) 


403.2 [M+H ] + 




: 200 


203 °C 


melting point 


:200 


203* 


[0301] 


[0301] 





my&m 130 

N-[4-(3-tf'<'Ji?-;U>^;i/)7x=.;i/][l,l'-tf7x 

nb3i5] 

0^ 



Working Example 130 

N- [4 - (3 -bipyridinyl methyl ) phenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide acetate 

[Chemical Formula 3 15] 



##<5i] 80 T*^#e>;Kfc tert-3^^;U 3.[4.[([i,r-t: 
:7xii;uH.-<;u*;u7t?-;i/)75y]^>v;u]-i- 

e ^ U V > :^ ^ V b - h (lOOmg, 
0.212mmol) IC 4 ^S^^b7Km-K®X^;U 



t- butyl 3- which is acquired with Reference Example 80 [4 - 
[ ([1, r -biphenyl ] - 4 -ylcarbonyl ) amino ] benzyl ] - 1 
-piperidine carboxylate in (100 mg , 0.212nmiol ) the solvent 
under vacuum was removed 2 hours later including 4 rule 
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(2ini) &sa^.2 v^mmzmm^KTm^L 



hydrogen chloride -ethylacetate (2 ml ). 



t^:it\ZMm.mit^^ (79ing) ^mzo 



title compound (79 mg ) was acquired in residue by making 
powder including diisopropyl ether . 



FABMS(pos) 


371.3 [M+H]+ 


FABMS (pos ) 


371.3 [M+H] + 


at^: 218-220 (^J^jg) 


melting point : 218-220 * (Disassembly) 




1 


Working Example 13 


1 



[i,i'-tf7i-;u]-4-*;u;K+-9-5K %SI^ 
nb3i6] 

0 V Y "NH 




HCI 



[1, r -biphenyl ] - 4 -carboxamide acetate 
[Chemical Formula 3 16] 



##15(181 T*#btlfctert-:?^;U 3-[4-[[(4'-:7;U 

;i-p[i,r-e:7x-;uH-f;u)*;U7t?-;u]75/] 

^ > V ;U e ^ U V > * ;U TfC :^ V b - h 
(150mg,0.307mmol) IC4^^ig^b7K^-KKx 
(3ml) *iPX.2B#r^^lC?§J«$METS 

^I^D (115mg) J«lfet»*tLTi#fco 



t- butyl 3- which is acquired with Reference Example 81 [4 - 
[[ (4' -fluoro [1, r -biphenyl ] - 4 -yl ) carbonyl ] amino ] 
benzyl ] - 1 -piperidine carboxylate in (150 mg , 0.307mmol ) 
the solvent under vacuum was removed 2 hours later 
including 4 rule hydrogen chloride -ethylacetate (3 ml ). 

In residue including diisopropyl ether , it acquired title 
compound (1 15 mg ) as the colorless powder . 



FABMS(pos) 


389.3 [M+HJ+ 


FABMS (pos ) 


389.3 [M+H ] + 




: 205 


"0 (^J-«) 


melting point 


:205 


* (Disassembly) 


[0302] 




[0302] 





mMm 132 

4'. ^ □ □ -N-[4-(3- e ^ 'J V - ;u ^ ;U)7 X - 

;U][l,r-t*^x:^;U]-4-*;U7t<+-9-5K iSKig 



Working Example 132 

4' -chloro -N- [4 - (3 -bipyridinyl methyl ) phenyl ] [1, T 
-biphenyl ] - 4 -carboxamide acetate 
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NH 




•HQ 



82 -efl&^Xfc tert-:^^;U 3-[4-[[(4'-'? 
□ P[l,l'-t*7x:^;U]-4-'f;U):ti;U7K-;U]75>']] 

(150mg,0.297mmol) IC4M^^ib7k^-P^:i^ 
(3ml) ^JlD^.2I^P5^ICjgJ«^METS 

(73.3mg) ^^Sfet»*<tLT^#yio 



[Chemical Fonnula 3 17] 



In t- butyl 3- [4 - [[ (4' -chloro [1,1' -biphenyl ] - 4 -yl ) 
carbonyl ] amino ]] benzyl ]-l- piperidine carboxylate (150 
mg , 0.297mmol ) which is acquired with Reference Example 
82 solvent under vacuum was removed 2 hours later including 
4 rule hydrogen chloride -ethylacetate (3 ml ). 

In residue including diisopropyl ether , it acquired title 
compound (73.3 mg ) as the colorless powder . 



FABMS{pos) 405.2 [M+KI+atiSi: 200 °C 0^^) 



FABMS (pos ) 405.2 [M+H ] +melting point : 200 ♦ (Disassembly) 
Il«5fi3l33 



Working Example 133 

'J— ;U][l,l'-tf7x— ;U]-4-*;U7t^+-9-5H [riniru ] ] [1, 1' -biphenyl ] - 4 -carboxamide 




[Chemical Fonnula 3 18] 



##«IJ 86 -^m^iltz N-[(3-T5>'-5,6-':?tKP 

-7-^y'j-;u)^5=-;u]-N,N-i/y5^;u75>i:[i,i'- 
111 «<D Sf^$fr5 - 1 l::«fe y s «H<b^4S!i*^» 

fee 

'H NMR (DMSO-ds) 6 2.16 (6H, s), 2.29 (2H, t, 
J=8.1 Hz), 2.84 (2H, t, J=8.1 Hz), 2.98 (2H, s), 
6.40 (IH, s), 7.42 (IH, m), 7.51 (2H, m), 7.76 
(2H, d, J=7.2 Hz), 7.84 (2H, d, J=8.1 Hz), 7.97 
(IH, s), 8.06 (2H, d, J=8.4 Hz), 8.65 (IH, s), 
10.39 (lH,s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 N- which is acquired with 
Reference Example 86 [ (3 -amino -5, 6-dihydro 
-7-quinolinyl ) methyl ] -N, N- dimethyl amine making useof 
[1,1' -biphenyl ] - 4 -carboxylic acid . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de 2.16 (6 H, 
s ), 2.29 (2 H, t, J=8.1 Hz ), 2.84 (2 H, t, J=8.1 Hz ), 2.98 (2 
H, s ). 6.40 (1 H, s ), 7.42 (1 H, m ),7.51 (2 H, m ), 7.76 (2 H, 
d. J=7.2 Hz ), 7.84 (2 H, d, J=8.1 Hz ), 7.97 (1 H, s ), 8.06 (2 
H, d. J=8.4 Hz ), 8.65 (1 H, s ), 10.39 (1 H, s ). 



FABMS(pos) 384.2 



[M+H]+ 
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FABMS (pos ) 384. 2 


[M+H] + 


11^:202-203 




melting point :202-203 * 



[0303] [0303] 

Hi&fi^ 134 Woiking Example 134 

4'-'i7P □-N-[7-t(i/>^;U75>')>^;U]-5,6-vt 4' -chloro -N- [7 - [ (dimethylamino ) methyl ] - 5 and 6 

KP-3-4-/U— ;U][l,l'-t*'7xr:;i/]-4-*;U7t<+ -dihydro -3- quinolinyl ] [1, 1' -biphenyl ] - 4 -carboxamide 



Q 

[<b319] 




[Chemical Formula 3 19] 



#%^J 86 T'Wbtifc N-[(3-T5/-5,6-vtKP 
-7-+>"J-;U)>^;i/]-N,N-v^^;UT5>i: 4'-0 

oa[l,l•-t*7'x:^;^]-4-*;^7t?>^^ffll^r, H 

mm 1 tmm(r)^if^inoztiz^^). mmit^ 

'H NMR (DMSO-dfi) 6 : 2. 17 (6H, s), 2.3 1 (2H, 
t, J=8.1 Hz), 2.85 (2H, t,J=8.1 Hz), 2.99 (2H, s), 
6.41 (IH, s), 7.57 (2H, d, J=8.4 Hz). 7.81 (2H,d, 
J=8.4 Hz), 7.86 (2H, d, J=8.4 Hz), 7.98 (IH, s), 
8.08 (2H, d, J=8.4Hz), 8.66 (IH, s), 10.41 (IH, 
s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 N- which is acquired with 
Reference Example 86 [ (3 -amino -5, 6-dihydro 
-7-quinolinyl ) methyl ] -N, N- dimethyl amine and 4'-chloro 
[1, r -biphenyl ] - making use of 4 -carboxylic acid . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.17 (6 
H, s ), 2.31 (2 H, t, J=8.1 Hz ), 2.85 (2 H, t, J=8.1 Hz ), 2.99 
(2 H, s ), 6.41 (1 H, s ), 7.57 (2 H, d, J=8,4 Hz ),7.81 (2 H, d, 
J=8.4 Hz ), 7.86 (2 H, d, J=8.4 Hz ), 7.98 (1 H, s ), 8.08 (2 H, 
d, J=8.4Hz ), 8.66 (1 H, s ), 10.41 (1 H, s ). 



FABMS(pos) 418.2 


[M+H]+ 


FABMS (pos) 418. 2 


[M+H ] + 



m^: 220-222 °C 



melting point : 220-222 * 



Working Example 135 

7,8- V t KP-2--f7^U-;U][l,r-lf:7x-;U]-4- 7 and 8 -dihydro -2- naphthalenyl ] [1, T -biphenyl ] - 4 
^ ^ U7K+i^*5 K -carboxamide 



Page 277 Paterra® InstantMT® Machine Translation (U.S. Pat, Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 

lit 320] 



2002-1-9 




56 Vmtz 4'-<7PP-N-[6-(-i7PP^^ 

;u)-7,8-vtKP-2-:>-7^U-;u][i,i*-lf:;x:^ 

IH-NMR (CDC13) d : 2.30 (3H, s), 2.25-2.50 
(lOH, m), 2.83 (2H, t, J = 8.1 Hz), 3.07 (2H, s), 
6.35 (IH, s), 7.01 (IH, d, J = 8.1 Hz), 7.36 (lH,d, 
J = 7.8 Hz), 7.44 (2H, d, J = 8.4 Hz), 7.51 (IH, s), 
7.55 (2H, d, J =8.4 Hz), 7.66 (2H, d, J = 8.4 Hz), 
7.84 (IH, s), 7.93 (2H, d, J = 8.4 Hz). 

mi^: 220-222 deg C {f^^itmU: xK^tKP 
[0304] 

mi&m 136 

4'-'i;P P-N-[6-[[y5^;i/[2-(l-e'<'J V-;U)X5^ 
;U]75/];<^;U]-7,8-i?t:KP-2--^-74ib- 

;u][i,i'-bf7x:i;u]-4-*;U7t?+-9-5K 

lit 321] 



0 



[Chemical Formula 3 20] 



title compound was acquired by doing operation of being 
similar to the Working Example 5 1 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1 , 1 ' -biphenyl ] - 
makinguse of 4 -carboxamide . 

1 H-nmr (CDCl<SB>3</SB> );de: 2.30 (3 H, s ), 
2.25 - 2.50 (10 H, m ), 2.83 (2 H, t, J = 8.1 Hz ), 3.07 (2 H, 
s ), 6.35 (1 H, s ),7.01 (1 H, d, J = 8.1 Hz ), 7.36 (1 H, d, J = 
7.8 Hz ), 7.44 (2 H, d, J = 8.4 Hz ), 7.51 (1 H, s ), 7.55 (2 H, 
d, J =8.4 Hz ), 7.66 (2 H. d. J = 8.4 Hz ), 7.84 (1 H, s ), 7.93(2 
H,d,J = 8.4Hz). 

melting point : 220-222 deg C (crystallization solvent : 
tetrahydrofuran -n- hexane ) 

[0304] 

Working Example 136 

4' -chloro -N- [6 - [[methyl [2 - (1 -bipyridinyl ) ethyl ] 
amino ] methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 21] 



cr 



56 Vmtz 4'-'^PP-N-[6-(^7PPp'5^ 
;U )-7,8- V t K P -2-:>- ^ b - ][1 , r- tf 3? X 

;u]-4-:^i;u7t?=^r-'^-5K$ffli^T. mmmsitm^k 



'H-NMR (CDCI3) d : 1.72-1.77 (6H, m), 
2.25-2.36 (2H, m), 2.27 (3H, s),2.52-2.63 (8H, 
m), 2.84 (2H, t, J = 8.0 Hz), 3.08 (2H, s), 6.35 
(IH, s),7.01 (IH, d, J = 8.1 Hz), 7.38 (IH. d, J = 
8.1 Hz), 7.44 (2H, d, J = 8.4 Hz), 7.49 (IH, s), 
7.55 (2H, d, J = 8.4 Hz), 7.66 (2H, d, J = 8.4 



title compound was acquired by doing operation of being 
similar to the Working Example 5 1 4' which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.72 - 1.77 (6 
H, m ), 2.25 - 2.36 (2 H, m ), 2.27 (3 H, s ), 2.52 - 2.63 (8 H, 
m ),2.84 (2 H, t, J = 8.0 Hz ), 3.08 (2 H, s ), 6.35 (1 H, s ), 
7.01 (1 H, d, J = 8.1 Hz ), 7.38 (1 H, d, J = 8.1 Hz ), 7.44 (2 
H, d, J = 8.4 Hz ), 7.49 (1 H, s ), 7.55(2 H, d, J = 8.4 Hz ), 
7.66 (2 H, d, J = 8.4 Hz ), 7.83 (1 H, s ), 7.93 (2 H, d, J = 8.4 
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m^: 165-167 deg C (gS^biSJi: xh^tKO 
:7^>-n-'^4r-y->) 

mum 137 

4'-<7PP-N-[6-[[>h + V(P«f^;U)7S/]P<5^ 
;U]-7,8-vtKP-2--f7^U-;U][l,l'-t*7xr: 

lit 322] 




2002-1-9 

Hz). 

melting point : 165-167 deg C (ciystallization solvent : 
tetrahydrofuran -n- hexane ) 

Working Example 137 

4' -chloro -N- [6 - [[methoxy (methyl ) amino ] methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 



[Chemical Formula 3 22] 



##^J 56 t:mtz 4'-':7PP-N-[6-«7aa>^ 

;u)-7,8-i/tKP-2--^'7^b-;u][i,i'-tf:7x;i 



'H-NMR (CDCI3) 5 : 2.41 (2H, t. J = 8.1 Hz), 
2.61 (3H, s), 2.86 (2H, t,J = 8.1 Hz), 3.37 (2H, s), 

3.52 (3H, s), 6.39 (IH, s), 7.03 (IH, d J =8.1 Hz), 
7.36 (IH, d, J = 8.1 Hz), 7.44 (2H, d, J = 8.4 Hz), 

7.53 (IH, s), 7.55 (2H, d, J = 8.4 Hz), 7.66 (2H, 
d, J = 8.4 Hz), 7.83 (IH, s), 7.93 (2H, d, J = 8.4 
Hz). 

im^: 190-192 deg C (m^itmm: ilFiiX^^U 
-n-'^++J->) 

[0305] 

m^m 138 

4'--i7 P P-N-[6-[[4-(l-e'< 'J i/-;i/)- l-tf '^'J i^- 

;^]^f^;^]-7,8-■':?tKp-2--^•74^^-;^][l,l•-t•p 
i-;u]-4-*;u7H+-9-5K 



[^b 323] 




0 



title compound was acquired by doing operation of being 
similar to the Working Example 5 1 4* which is acquired with 
Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ][!,!' -biphenyl ] - 
makinguse of 4 -carboxamide . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.41 (2 H, t, 
J = 8.1 Hz ), 2.61 (3 H, s ), 2.86 (2 H, t, J = 8.1 Hz ), 3.37 (2 
H, s ), 3,52 (3 H, s ), 6.39 (1 H, s ),7.03 (1 H, d J =8,1 Hz ), 
7.36 (1 H, d, J = 8. 1 Hz ), 7.44 (2 H, d, J = 8.4 Hz ), 7.53 (1 
H, s ), 7.55 (2 H, d, J = 8.4 Hz ), 7.66 (2 H, d, J = 8.4 Hz ), 
7.83 (1 H, s ), 7.93(2 H, d, J - 8.4 Hz ). 

melting point : 190-192 deg C (crystallization solvent : 
ethylacetate -n- hexane ) 

[0305] 

Working Example 138 

4' -chloro -N- [6 - [[4 - (1 -bipyridinyl ) - 1 -bipyridinyl ] 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, T 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 23] 



##15iJ 56 Vmz 4'-^7aP-N-[6-(^PP^^ 
^U)-7.8-i;tKP-2--^7^b-;i/][l,l'-e:7x- 



title compound was acquired by doing operation of being 
similar to the Working Example 514' which is acquired with 
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'H-NMR (CDCI3) 5 : 1.45-1.96 (12H, m), 
2.29-2.34 (3H, m), 2.57 (4H, s),2.83 (2H, t, J = 
8.1 Hz), 2.96-3.03 (4H. m), 6.32 (IH, s), 7.00 
(IH, d,J = 8.1 Hz), 7.38 (IH, d, J = 8.1 Hz), 7.44 
(2H, d, J = 8.4 Hz), 7.50 (IH, s), 7.55 (2H, d, J = 
8.4 Hz), 7.66 (2H, d, J = 8.4 Hz), 7.86 (IH, s), 
7.93 (2H, d, J=8.4 Hz). 

m^: 232-234 deg C (^^sitf^^: K^Xf^;!, 
miSim 139 

6-(4-:7;u:<-n7i-;i/)-N-t3-(i-tfP'Jv-;L'y 

f^;U)-2H--j7a»-7-'fJU]— =I^>75K 
lit 324] 




Reference Example 56 -chloro -N- [6 - (chloromethyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 

makinguse of 4 -carboxamide . 

<sup>l</sup>H-ninr (CDCl<sub>3</sub> );de: 1.45 - 1.96 
(12 H, m ), 2.29 - 2.34 (3 H, m ), 2.57 (4 H. s ), 2.83 (2 H, t, J 
= 8.1 Hz ), 2.96 -3.03 (4 H, m ), 6.32 (1 H, s ), 7.00 (1 H, d, J 
= 8.1 Hz ), 7.38 (1 H, d, J = 8.1 Hz ), 7.44 (2 H, d, J = 8.4 
Hz ), 7.50 (1 H, s ), 7.55 (2 H, d, J = 8.4 Hz ), 7.66(2 H, d, J = 
8.4 Hz ), 7.86 (1 H, s ), 7.93 (2 H, d, J = 8.4 Hz ). 

melting point : 232-234 deg C (crystallization solvent : 
ethylacetate -n- hexane ) 

Working Example 139 

6 - (4 -fluorophenyl ) -N- [3 - (1 -pyrrolidinyl methyl ) - 2 
H-chromene -7-yl ] nicotinamide 

[Chemical Formula 3 24] 



##15IJ 87 X-mtz 3-(l-eP'Jv--IU>5^;U)-2H- 

<7Ppt>.7-75>^fflt^T,si]!iii<5ij 1 tmm<om 



'H-NMR (CDCI3) 8 : 1.70(4H,s), 2.43 (4H, s), 
3.12 (2H. s), 4.73 (2H, s), 6.37 (IH, s), 7.03 (IH, 
d, J = 7.8 Hz), 7.29-7.40 (4H, m), 8.15 (IH, d, J = 
8.4 Hz), 8.22-8.39 (3H , m), 9.15 (IH, s), 10.40 
(IH, s). 

ill^: 233-235 deg C {i^^itmm: Th^tKP 
[0306] 

4-"?P^-N-[6-(l-eP'Jv--'Uy^;U)-7,8-e;tK 

p-2-:f7^^-;u]'<>X75K 

lit 325] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 3 it acquires with 
Reference Example 87 - (1 -pyrrolidinyl methyl ) - making 
use of 2 H-chromene -7-amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.70 (4 H, 
s ), 2.43 (4 H, s ), 3.12 (2 H, s ), 4.73 (2 H, s ), 6.37 (1 H, s ), 
7.03 (1 H, d, J = 7.8 Hz ),7.29 - 7.40 (4 H, m ), 8.15 (1 H, d, J 
= 8.4 Hz ), 8.22 - 8.39 (3 H , m ), 9.15 (1 H, s ), 10.40 (1 H, 
s). 

melting point : 233-235 deg C (crystallization solvent : 
tetrahydrofuran - n- hexane ) 

[0306] 

Working Example 140 

4 -bromo -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] benzamide 

[Chemical Formula 3 25] 
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54 X-mtz 6-(l-tfP'Jv-;i'-»'^>U)-7,8- 

'H-NMR (CDCI3) 6 : 1.79 (4H, s), 2.35 (2H, t, 
J = 8.1 Hz), 2.52 (4H, s), 2.83 (2H, t. J = 8.1 Hz). 
3.17 (2H, s), 6.35 (IH, s), 6.99 (IH, d, J =8.1 
Hz), 7.34 (IH, d, J = 8.1 Hz), 7.43 (IH, s), 7.60 
(2H, d, J = 8.4 Hz), 7.72 (2H, d, J = 8.4 Hz), 7.76 
(IH, s). 

135-137 deg C (!!SS<bj§«E: I^Kx^yU 
-n-zv^-y-^) 

mmm 141 

6-(4-.?<h+S/:7x^;i/)-N-[3-(l-lfP'Jv-;U>5^ 

;i/)-2H-'57P»-7-'r;i/]— ^^^TSK 

lit 326] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pynolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.79 (4 H, 
s ), 2.35 (2 H. t, J = 8.1 Hz ), 2.52 (4 H, s ). 2.83 (2 H, t, J = 
8.1 Hz ), 3.17 (2 H, s ), 6.35 (1 H, s ),6.99 (1 H, d, J =8.1 
Hz ), 7.34 (1 H, d, J = 8.1 Hz ), 7.43 (1 H, s ), 7.60 (2 H, d, J 
= 8.4 Hz ), 7.72 (2 H, d, J = 8.4 Hz ), 7.76 (1 H, s ). 

melting point : 135-137 deg C (ciystallization solvent : 

ethylacetate -n- hexane ) 

Working Example 141 

6 - (4 -methoxyphenyl ) -N- [3 - (1 -pyirolidinyl methyl ) - 2 
H-chromene -7-yl ] nicotinamide 

[Chemical Formula 3 26] 



H,C-0 




87 X-mtz 3-(l-tf n'Ji/-;U>^WH- 

^□pt>-7-T5>^fflt^T. mmm i tmmom 

'H-NMR (CDCI3) 6 : 1.70 (4H, s), 2.44 (4H, 
s), 3.12 (2H, s), 3.84 (3H,s), 4.73 (2H, s), 6.37 
(IH, s), 7.03 (IH, d, J = 8.1 Hz), 7.09 (2H, t, J= 
8.7 Hz), 7.29 (IH, d, J = 8.4 Hz), 7.31 (IH, s), 
8.07 (IH, d, J = 8.7Hz), 8.16 (2H, d, J = 8.7 Hz), 
8.32 (IH, d, J = 8.4 Hz), 9.12 (IH, s),10.34 (IH, 
s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 3 it acquires with 
Reference Example 87 - (1 -pyrrolidinyl methyl ) - making 
use of 2 H-chromene -7-amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.70 (4 H, 
s ), 2.44 (4 H, s ), 3.12 (2 H, s ), 3.84 (3 H, s ), 4.73 (2 H, s ), 
6.37 (1 H, s ),7.03 (1 H, d, J = 8.1 Hz ). 7.09 (2 H, t, J= 8.7 
Hz ), 7.29 (1 H, d, J = 8.4 Hz ), 7.3 1 (1 H, s ), 8.07 (1 H, d, J 
= 8.7Hz ), 8.16 (2 H, d, J = 8.7 Hz ), 8.32 (1 H, d, J = 8.4 
Hz ). 9.12(1 H,s), 10,34(1 H,s). 





C27H27N303 tLX 




elemental analysis values 


C27H27N300<SB>3</SB> doing 




73.45; 


H, 6.16; 


N. 


9.52. 
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calculated value :C, 


73.45 ; 


H, 6.16; 


N. 


9.52. 


mmm-.c. 


73.02; 


H, 6.27; 


N, 


9.33. 


experimental value :C, 


73.02 ; 


H, 6.27; 


N. 


9.33. 



[0307] 



4-(4-7 a x^;i/)-N-[3-(i- 1° p 'J V - ;u 
^;u)-2H-^p.?':^-7-'r;u]-i-if'<'Ji;>*-'U7t?^ 



run - n- hexane ) 
[0307] 

Working Example 142 

4 - (4 -fluorophenyl ) -N- [3 - (1 -pyrrolidinyl methyl ) - 2 
H-chromene -7-yl ] - 1 -piperidine carboxamide 




[Chemical Formula 3 27] 



##<5IJ 87 "Cttfc 3-(l-eP'Ji?-;U>^;U)-2H- 
<7a»-7-T5>$fflt^Ts Hlfi^ 99 trn^O) 

'H-NMR (CDCI3) 6 : 1.69- 1.91 (8H, m), 2.49 
(4H, s), 2.70 (IH, t, J = 12.0 Hz), 2.97 (2H, t, J = 
12.0 Hz), 3.12 (2H, s), 4.19 (2H, d, J = 13.0Hz), 
4.76 (2H, s), 6.26 (IH, s), 6.37 (IH, s). 6.82-7.03 
(5H, m), 7.16 (2H, dd, J = 5.4, 8.4 Hz). 

Ml^: 176-178 degC(^SrB<k5§J«: I^Kx^^U- 

v'fv:^ptr;ux-x;i') 

mmm 143 

N-[3-(l-tf P 'J i/-;i/>5^;U)-2H--j7 P .?*>-7- •< 

;u][i,i'-if7x:i;i/]-4-*;U7t<^-9-5K 

Ut 328] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 3 it acquires with 
Reference Example 87 - (1 -pyrrolidinyl methyl ) - making 
use of 2 H-chromene -7-anune . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.69 - 1.91 (8 
H, m ), 2.49 (4 H, s ), 2.70 (1 H, t, J = 12.0 Hz ), 2.97 (2 H, t, 
J = 12.0 Hz ), 3.12 (2 H, s ), 4.19(2 H, d, J = 13.0Hz ), 4.76 (2 
H, s ), 6.26 (1 H, s ), 6.37 (1 H, s ), 6.82 - 7.03 (5 H, m ), 7.16 
(2H,dd,J = 5.4,8.4Hz). 

melting point : 176-178 deg C (crystallization solvent : 
ethylacetate -diisopropyl ether ) 

Working Example 143 

N- [3 - (1 -pyrrolidinyl methyl ) - 2 H-chromene -7-yl ] [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 28] 
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87 vmz 3-(l-tfa'Ji;z:;u>^;U)-2H- 

'H-NMR (CDClj) 6 : 1.79 {4H, s), 2.50 (4H, 
s), 3.15 (2H, s). 4.81 (2H,s), 6.30 (IH, s), 6.95 
(IH, d, J = 8.1 Hz), 7.13 (IH, s), 7.20 (IH, d, J= 
8.1 Hz), 7.39-7.50 (3H, m), 7.61-7.70 (4H, m), 
7.82 (IH, s). 7.92 (2H, d, J= 8.1 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 3 it acquires with 
Reference Example 87 - (1 -pyrrolidinyl methyl ) - making 
use of 2 H-chromene -7-amine . 

<sup>l</sup>H-nmr (CDCl<sub>3<ysub> );de: 1.79 (4 H, 
s ), 2.50 (4 H, s ), 3.15 (2 H, s ), 4.81 (2 H, s ), 6.30 (1 H, s ), 
6.95(1 H,d, J = 8.1 Hz),7.13(l H,s). 7.20(1 H,d, J=8.1 
Hz ), 7.39 - 7.50 (3 H, m ). 7.61 - 7.70 (4 H, m ), 7.82 (1 H, 
s), 7.92 (2 H,d, J = 8.1 Hz). 





198 


200 






if SIX 






) 


melting point : 


198 


200 


* 


crystallization solvent : 


acetic acid [e ] 


jp8 


jpii 


) 



[0308] 

mmm 144 

N-[6-[(N-'Oi?;U-N-.><^;U75>');<T;U]-7,8- 
-:?tKP-2--f7^iU'-;U]-4'-7;U:*-a[l,l'-e7i 

-;u]-4-*;u7t?+-9-5K 



[0308] 

Working Example 144 

N- [6 - [ (N- benzyl -N- methylamino ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] - 4' -fluoro [1,1' -biphenyl ] - 4 
-carboxamide 




at 329] 



[Chemical Formula 3 29] 



##01J 88 -^mtz 6-[(N-'<>v;U-N-y^;U7'5 
>')/^;U]-7,8-vtKa-2--^7$U>75>^fflL^ 

'H-NMR (CDClj) 6 : 2.20 (3H, s), 2.38 (2H, t, 
J = 8.1 Hz). 2.85 (2H, t,J = 8.1 Hz), 3.09 (2H, s), 
3.52 (2H, s), 6.39 (IH, s), 7.02 (IH, d, J =8.1 
Hz), 7.13-7.66 (13H. m), 7.84 (IH, s), 7.93 (2H, 
d, J = 8.4 Hz). 

gfej^: 143-145 deg C (IgS^bJSJi: WfWt:L^)l 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 88 - [ (N- benzyl -N- methylamino ) 
methyl ] - making use of 7 and 8-dihydro -2- naphthalene 

amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.20 (3 H, 
s ), 2.38 (2 H. t, J = 8.1 Hz ), 2.85 (2 H, t, J = 8.1 Hz ), 3.09 (2 
H, s ), 3.52 (2 H, s ), 6.39 (1 H, s ),7.02 (1 H, d, J =8.1 Hz ), 
7.13 - 7.66 (13 H, m ), 7.84 (1 H, s ), 7.93 (2 H, d, J = 8.4 
Hz). 

melting point : 143-145 deg C (crystallization solvent : 
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mm^i 145 

4'-<V^^'J;l/T5>'-N.[6-(l-l:fagi/:i.;U>^ 
;U)-7,8-vtKO-2-:>-7$U=.;U][l.l'-tf7x=. 

[it 330] 




54 -C-Hfc 6-(i-ea'ji;;i;uy^;u)-7,8- 

MS m/z 494.4 (MH*). 

[0309] 

^JiE<5iJ 146 

4'-[[[6-(l-ep'Ji?-;u>^^U)-7,8-i?tKP-2-:>- 
^^b-;U]7£/]*-'l'7K-;U]tl,l'-tf7x- 

jU]-3-*;u;n>Kx5^;u 

331] 



ethylacetate -n- hexane ) 
Working Example 145 

4* -isobutyryl amino -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ][!,!' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 3 30] 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as amorphous condition 
powder . 

MS m/z 494.4 (MH<sup>+</sup> ). 
[0309] 

Working Example 146 

4' - [[[6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] amino ] carbonyl ] [1. 1' -biphenyl ] - 3 
-carboxylic acid ethyl 

[Chemical Formula 3 31] 



a,HrO 



^mm 54 T'^#fc 6-(i-eo'je;:^;uy^;u)-7,8- 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as amorphous condition 
powder . 



MS m/z 


481.4 


(MH+). 


MS m/z 


481.4 


(MH+ ). 


mmm^ 


47 




Working Example 1 


47 
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•^-7^u-;u]T5y]*yU7K-;u][i,i'-tf7i- 

[<b332] 




54 -Qmz 6-(l-eP'Ji^-;U^5^^U)-7,8- 

MS m/z 481.4 (MH*). 

[0310] 

Ht&^J 148 

4'-;«K+*>-N-[6-(l-tfP'Ji^-;U;«f-^U)-7.8-i;t 

KP-2--^-:7^b=.;u][i,r-tf7i-;u]-4-*;u7t5+ 

C<b 333] 




naphthalenyl ]ainino ]carbonyl ][],!' -biphenyl ] - 4 
-yl ]propanoic acid 

[Chemical Formula 3 32] 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as powder . 

MS m/z 48 1 .4 (MH<sup>+<sup> ). 

[0310] 

Working Example 148 

4' -methoxy -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 
•dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 33] 



54 vmtz 6-(i-tfpg:xzi;uy^;u)-7,8- 

'H-NMR (CDCI3) 5 : 1.80 (4H, m), 2.36 (2H, t, 
J=7.8 Hz), 2.52 (4H, m),2.86 (2H, t, J=7.8 Hz), 
3.18 (2H, s), 3.87 (3H, s), 6.36 (IH, s), 7.00-7.03 
(3H, m), 7.26 (IH, m), 7.38 (IH, d, J=8.3 Hz), 
7.49 (IH, s), 7.58 (2H, d, J=8.6 Hz), 7.67 (IH, d, 
J=8.2 Hz), 7.78 (IH, s), 7.90 (2H, d, J=8.2 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1 .80 (4 H, 
m ), 2.36 (2 H, t, J=7.8 Hz ), 2.52 (4 H, m ), 2.86 (2 H, t, 
J=7.8 Hz ), 3.18 (2 H, s ), 3.87 (3 H, s ),6.36 (1 H, s ). 7.00 - 
7.03 (3 H, m ), 7.26 (1 H, m ), 7.38 (1 H, d, J=8.3 Hz ), 7.49 
(1 H, s ), 7.58 (2 H, d, J=8.6 Hz ), 7.67 (1 H, d, J=8.2 
Hz ),7.78 (1 H, s ), 7.90 (2 H, d, J=8.2 Hz ). 





C29H30N2O2 tLX 




elemental analysis values 


C29H30N2O2 doing 


tt^fil:C, 


79.42; H, 6.89; 


N, 


6.39. 
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calculated value :C, 


79.42 ; H, 6.89; 


N, 


6.39. 




79.21; H, 6.88; 


N, 


6.35. 


experimental value :C, 


79.21 ; H, 6.88; 


N, 


6.35. 



V^Ptf^UX-T^U) 

mmm 149 

6-(4-7ju;i-P7x-;u)-N-[6-[(i-tfp'ji/-;u)> 
5^;i/]-7,8-i/tKP-2--^7^U-;U]-a5^>75K 



[sopuropirueeteru ]) 
Working Example 149 

6 - (4 -fluorophenyl ) -N- [6 - [ (1 -pyrrolidinyl ) methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ] nicotinamide 




Ut 334] 



[Chemical Formula 3 34] 



54 T'^tfc 6-(l-eP'Jv-JU./^^U)-7,8- 
i;tKP-2-:>-7^b>TS>$-fflL^T, SJfe^J 1 1 

'H-NMR (CDCI3) 6 : 1.81 (4H, m), 2.36 (2H, t, 
J=8.1 Hz), 2.53 (4H, m),2.86 (2H, t, J=8.1 Hz), 
3.18 (2H, s), 6.37 (IH, s), 7.03 (IH, d, J=7.8 Hz), 
7.16-7.30 (3H, m), 7.47 (IH, s), 7.77-7.82 (2H, 
m), 8.06 (2H, dd, J=8.9, 5.3 Hz), 8.25 (IH, dd, 
J=8.4, 2.2 Hz). 9.11 (IH, d, J=2.0 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.81 (4H, 
m ), 2.36 (2 H, t, J=8.1 Hz ), 2.53 (4 H, m ), 2.86 (2 H, t, 
J=8.1 Hz ), 3.18 (2 H, s ), 6.37 (1 H, s ),7.03 (1 H, d, J=7.8 
Hz ), 7. 16 - 7.30 (3 H, m ), 7.47 (1 H, s ), 7.77 - 7.82 (2 H, 
m ), 8.06 (2 H, dd, J=8.9, 5.3 Hz ), 8.25 (1 H, dd, J=8.4, 2.2 
Hz),9.11(lH,d,J=2.0Hz). 





C27H26FN30 tLX 




elemental analysis values 


C27H26FN30 doing 


fmfit:C, 


75.85; H,6.13; 


N, 


9.83. 


calculated value :C, 


75.85 ;H, 6.13; 


N, 


9.83. 




75.71; H, 5.93; 


N, 


9.75. 


experimental value :C, 


75.71 ; H, 5.93; 


N, 


9.75. 



v:fpe^ux-x;u) 

[0311] 

mmm 150 



[sopuropirueeteru ]) 
[0311] 

Working Example 150 
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6-(4-y^;i/:7x-;u)-N-[6-[(i.tfa'Ji?-iU)>^ 
;u]-7,8-vtKa.2--^-7^^-;U]-3f->T5K 

lit 335] 




54 T'#fc 6-(i-trp'Ji?-;u;'5^;u)-7,8- 
vtKn-2-:>-:7^b>75>^fflt^-C, HtlE^] 1 1 

tZo 

'H-NMR (CDClj) 1.81 (4H, m), 2.36 (2H, t, 
J=7.8 Hz), 2.43 (3H, s),2.53 (4H, m), 2.86 (2H, t, 
J=7.8 Hz), 3.19 (2H, s), 6.37 (IH, s), 7.02(1H, d, 
J=8.7 Hz). 7.25-7.39 (3H, m), 7.47 (IH, s), 7.82 
(2H, m), 7.96 (2H, d, J=8.1 Hz), 8.23 (IH, dd, 
J=8.1, 2.3 Hz), 9.12 (IH, d, J=2.3 Hz). 

mi^: 235-236 deg C (iiSS^bj§!i:lt^X5^;U- 

e;'fv:^Ptf;ux-^;u) 

N-[6-[(i/.?«^JU75/)-^^^U]-7,8-i?tKn-2--f 
C<b336l 




6 - (4 -metfaylphenyl ) -N- (6 - [ (1 -pyirolidinyl ) methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ] nicotinamide 

[Chemical Formula 3 35] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyirolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.81 (4H, 
m ), 2.36 (2 H, t, J=7.8 Hz ), 2.43 (3 H, s ), 2.53 (4 H, m ), 
2.86 (2 H, t, J=7.8 Hz ), 3.19 (2 H, s ),6.37 (1 H, s ), 7.02 (1 
H, d, J=8.7 Hz ), 7.25 - 7.39 (3 H, m ). 7.47 (1 H, s ), 7.82 (2 
H, m ), 7.96 (2 H, d, J=8.1 Hz ), 8.23 (1 H, dd, J=8.1, 2.3 
Hz),9.12(l H,d, J=2.3 Hz). 

melting point : 235-236 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 151 

N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] - 6 - (4 -fluorophenoxy ) nicotinamide 

[Chemical Formula 3 36] 



##W 41 (0 2)nmtz 6-[(N,N-i;>^;i/T5/).?< 
^;^]-7,8-vtK□-2-■:^7^^>75>^fflL^r. 

mmm i mmomw^no^tiz^^j.mmit 

'H-NMR (CDClj) 6 : 2.25 (6H, s), 2.34 (2H, t, 
J=8.1 Hz), 2.86 (2H, t, J=8.1 Hz), 2.99 (2H, s), 
6.35 (IH, s), 7.03 (IH, d, J=8.1 Hz), 7.17 (2H,m), 
7.26 (IH, m), 7,39 (IH, d, J=8.1 Hz), 7.47 (IH, 
s), 7.78 (IH, d, J=7.2 Hz), 7.83 (IH, s), 8.06 (IH, 
dd, J=8.4, 6.7 Hz), 8.25 (IH, d, J=6.7 Hz), 9.12 
(lH,s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 Reference Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- nq>hthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.34 (2 H, t, J=8. 1 Hz ), 2.86 (2 H, t, J=8.1 Hz ), 2.99 (2 
H, s ), 6.35 (1 H, s ), 7.03 (1 H, d, J=8.1 Hz ),7.17 (2 H, m ), 
7.26 (1 H, m ), 7.39 (1 H, d, J=8.1 Hz ), 7.47 (1 H, s ), 7.78 (1 
H, d, J=7.2 Hz ), 7.83 (1 H, s ), 8.06 (1 H, dd, J=8.4, 6.7 Hz ). 
8.25(1 H, d, J=6.7 Hz ), 9.12 (1 H, s ). 
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C25H24FN30 tLX 




elemental analysis values 


C25H24FN30 doing 


timm-.c. 


74.79; H, 6.03; 


N. 


10.47. 


calculated value :C, 


74.79 ; H, 6.03; 


N, 


10.47 . 




74.74; H. 5.95; 


N, 


10.24. 


experimental value :C, 


74.74 ; H, 5.95; 


N. 


10.24 . 



[0312] 

mmm 152 

6-(2,4-v^''^'*■°^^-''^)-N-[6-[(v;^^-'^75 

>')>^;i']-7,8-'i^tKP-2--^7^U-;U]-=l^> 
T5K 

lit 337] 

arc 



[0312] 

Working Example 152 

6 - (2 and 4 -difluoro phenyl ) -N- [6 - [ (dimethylaraino ) 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] nicotinamide 

[Chemical Formula 3 37] 



##<51J 41 (D 2)Xmz 6-[(N,N-'P.J«5^;U7'5/)> 
5^;^]-7,8-i?tK□-2-t•:7'5'^>75>$ffll^T^ 

'H-NMR (CDCI3) 5 : 2.25 (6H, s). 2.34 (2H, t, 
J=8.1 Hz), 2.85 (2H, t, J=8.1 Hz), 3.00 (2H, s), 
6.35 (IH, s), 6.90-7.06 (3H, m), 7.39 (IH, d, 
J=7.8 Hz), 7.47 (IH, s), 7.80-7.90 (2H, m), 8.10 
(IH, dd, J=15.3, 8.8 Hz),8.23 (IH, dd, J=8.4, 2.3 
Hz), 9.15(lH,d,J=1.7Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 Reference Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.34 (2 H, t, J=8.1 Hz ), 2.85 (2 H, t, J=8.1 Hz ), 3.00 (2 
H, s ), 6.35 (1 H, s ), 6.90 - 7.06(3 H, m ), 7.39 (1 H, d, J=7.8 
Hz ), 7.47 (1 H, s ), 7.80 - 7.90 (2 H, m ), 8.10 (1 H, dd, 
J=15.3, 8.8 Hz ), 8.23 (1 H, dd, J=8.4, 2.3 Hz), 9.15 (1 H, d, 
J=1.7Hz). 





C25H23F2N30 tLX 




elemental analysis values 


C25H23F2N30 doing 


at^fil:C, 


71.58; 


H, 5.53; 


N, 


10.02. 


calculated value :C, 


71.58 ; 


H,5.53; 


N. 


10.02 . 




71.50; 


H,5.49; 


N, 


9.61. 
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experimental value :C, 


71.50; 


H, 5.49; 


N, 


9.61. 



V^Plf^UX— T^U) [sopuTopirueeteru ]) 

1 53 Working Example 153 

6-7i— ;U-N-[6-(l-tf P 'J V— ;UJ«^;i/)-7,8-vt 6 -phenyl -N- [6 - (1 -pyirolidinyl methyl ) - 7 and 8 -dihydro 

Kn-2--^7^U— 3^>75K -2- naphthalenyl ] nicotinamide 




54 -ef#fc 6-(l-tf 0'ji/::i;U>^;U)-7,8- 

'H-NMR (CDCh) <5 : 1.81 (4H, m), 2.36 (2H, t, 
J=8.1 Hz), 2,53 (4H, m),2.85 (2H, t, J=8.1 Hz), 
3.18 (2H, s), 6.37 (IH, s), 7.02 (IH, d, J=8.1 Hz), 
7.37-7.53 (5H, m), 7.83 (IH, d, J=8.1 Hz), 7.86 
(IH. d, J=6.2 Hz), 8.04 (IH, s), 8.06 (IH, d, 
J=1.7 Hz), 8.24 (IH, dd, J=8.4, 2.4 Hz), 9.13(1H, 
d, J=2.2 Hz). 



title compound was acquired by doing operation of being 
similar to the Woricing Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.81 (4H, 
m ), 2.36 (2 H, t, J=8.1 Hz ), 2.53 (4 H, m ), 2.85 (2 H, t, 
J=8.1 Hz ), 3.18 (2 H, s ), 6.37 (1 H, s ),7.02 (1 H, d, J=8.1 
Hz ), 7.37 - 7.53 (5 H, m ), 7.83 (1 H, d, J=8.1 Hz ), 7.86 (1 
H, d, J=6.2 Hz ), 8.04 (1 H, s ), 8.06 (1 H, d, J=1.7 Hz ), 8.24 
(1 H, dd, J=8.4, 2.4 Hz ),9.13 (1 H, d, J=2.2 Hz ). 





C27H27N30 tLX 




elemental analysis values 


C27H27N30 doing 




79.19; 


H, 6.65; 


N, 


10.26. 


calculated value :C, 


79.19; 


H, 6.65; 


N, 


10.26 . 




78.93; 


H, 6.65; 


N, 


10.19. 


experimental value :C, 


78.93 ; 


H, 6.65; 


N, 


10.19. 



V3''ptf;ux— f-;i/) 

[0313] 

MMm 154 

6-(4-y h=^r*>:7xi:.;i/)-N-(6-( 1 - tf P 'J 

;^)-7,8-':;tKP-2-•^:7^^-;^]-3^>7'5h• 



(sopuropirueeteru ]) 
[0313] 

Working Example 154 

6 - (4 -methoxyphenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] nicotinamide 
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lit 339] [Chemical Formula 3 39) 




##^J 54 X-mz 6-(l-t°P'Jv-;UP<^^U)-7,8- 

tZo 

'H-NMR (CDCI3) <5 : 1.80 (4H, m), 2.36 (2H, t, 
J=8.1 Hz), 2.52 (4H, m),2.84 (2H, t, J=8.1 Hz), 
3.18 (2H, s), 3.88 (3H, s), 6.36 (IH, s), 7.02 (3H, 
m), 7.37 (IH, d, J=7.5 Hz), 7.47 (IH, s), 7.78 
(IH, d, J=8.1 Hz), 7.79 (IH, s), 8.03 (2H, d, 
J=8.5 Hz), 8.20 (IH, d, J=8.1 Hz), 9.08 (IH, s). 

m^: 219-220 deg C (ISa<b5tj«:WiJx^;U- 

i;'i'v:^pe;ux-x;i/) 

mmm 155 

4.(4-^5';u:7i-;u)-N-[6-(i-tf P'Ji;--'U>5=' 
;u)-7,8-vtKP-2-:J-7$^-;i/]-l-e'«>Ji?>* 

at 340] 












0 


0 






H 








title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.80 (4 H, 
m ), 2.36 (2 H, t, J=8.1 Hz ), 2.52 (4 H, m ), 2.84 (2 H, t, 
J=8.1 Hz ), 3.18 (2 H, s ), 3.88 (3 H, s ),6.36 (1 H, s ), 7.02 (3 
H, m ), 7.37 (1 H, d, J=7.5 Hz ), 7.47 (1 H, s ), 7.78 (1 H, d, 
J=8.1 Hz ), 7.79 (1 H, s ), 8.03 (2 H, d, J=8.5 Hz ), 8.20(1 H, 
d,J=8.1Hz), 9.08(1 H,s). 

melting point : 219-220 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 155 

4 - (4 -methylphenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxamide 

[Chemical Formula 3 40] 



##«1J 54 X-ntz 6-(l-trP'Ji;-;U>5^;U)-7,8- 

i?tKp-2-:^:7^'^>T5>^fflt^r. mmm 99 

tZo 

'H-NMR (CDCI3) 6 : 1.64-1.92 (8H, m), 2.29 
(2H, m), 2.32 (3H, s), 2.51(4H, m), 2.64 (IH, m), 
2.80 (2H, t, J=7.8 Hz), 2.97 (2H, dd, J=13.1, 10.7 
Hz), 3.15 (2H, s), 4.19 (2H, d, J=13.1 Hz), 6.32 
(IH, s), 6.35 (IH, s), 6.42 (IH, d, J=7.8 Hz), 
7.06-7.20 (6H, m) 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.64 - 1.92 (8 
H, m ), 2.29 (2 H, m ), 2.32 (3 H, s ), 2.51 (4 H, m ), 2.64 (1 
H, m ), 2.80(2 H, t, J=7.8 Hz), 2.97 (2 H, dd, J=13.1, 10.7 
Hz ), 3.15 (2 H, s ), 4.19 (2 H, d. J=13.1 Hz ), 6.32 (1 H, s ), 
6.35 (1 H, s ), 6.42 (1 H, d, J=7.8 Hz ), 7.06 - 7.20(6 H, m ) 



C28H35N3O-0.5H2O tLX 
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elemental analysis values 


C28H35N3O*0.5H2O doing 


ltllfil:C, 


76.67; H, 8.27; N, 9.58. 


calculated value :C, 


76.67 ; H. 8.27; N, 9.58. 




:C. 


76.72; H, 8.03; N, 9.36. 


experimental value 


:C. 


76.72 ; H, 8.03; N, 9.36. 






[sopuropinieeteiu ]) 


[0314] 




[0314] 


mi&m 156 




Working Example 156 



4-:7xr:;U.N-[6-(l-tf PU V-;U>^;U>7,8-vt 4 -phenyl -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
KP-2--^7^b-;U]-l-lf v>*;U7t?+-9-5K -2- naphthalenyl ] - 1 -piperidine carboxamide 




[Chemical Formula 3 41] 



#^^J 54 Vntz 6-{l-lf P'je^^^U^^^UH.g- 
vtKP-2-:^:7^b>T5>^ffll^r.ll^S^5^J 99 

'H-NMR (CDCI3) 6 : 1.72-1.94 (8H, m), 2.32 
(2H, t, J=8.1 Hz), 2.50 (4H,m), 2.72 (IH, m), 
2.80 (2H, t, J=8.1 Hz), 2.99 (2H, dd, J=13.4, 10.6 
Hz), 3.16 (2H, s), 4.21 (2H, d, J=13.4 Hz), 6.32 
(IH, s), 6.34 (IH, s), 6.93 (IH, d, J=8.4 Hz), 7.07 
(IH, d, J=8.1 Hz), 7.20-7.35 (6H, m). 

a^: 184-186 deg C ($gS<b5§j«:ttKx5^;U- 

i^-rv:^pe;ux-x;u) 

mt^m 157 

4-(l,3-^>7v/J-^V-;U-5-^;U).N-[6-(l-eP 
ijv-;uy^;U).7,8.vtKP-2-:f:7$t/::^;U]-l- 

lit 342] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3<ysub> );de: 1.72 - 1.94 (8 
H, m ), 2.32 (2 H, t, J=8.1 Hz ), 2.50 (4 H, m ), 2.72 (1 H, m ), 
2.80 (2 H, t, J=8.1 Hz ), 2.99(2 H, dd, J=13.4, 10.6 Hz ), 3.16 
(2 H, s ), 4.21 (2 H, d, J=13.4 Hz ), 6.32 (1 H, s ), 6.34 (1 H, 
s ), 6.93 (1 H, d, J=8.4 Hz ), 7.07 (1 H, d, J=8.1 Hz ), 7.20 - 
7.35(6 H,m). 

melting point : 184-186 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 157 

4 - (1 and 3 -benzodioxole -5-yl ) -N- [6 - (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
carboxamide 

[Chemical Formula 3 42] 
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54 Vmtz 6-(l-tf □'Ji?-;U.?'5^-'l/)-7,8- 

'H-NMR (CDCI3) 5: 1.61-1.88 (8H, m), 2.31 
(2H, t, J=8.1 Hz), 2.51 (4H,m), 2.59 (IH, m). 
2.62 (2H, t, J=8.1 Hz), 2.94 (2H, dd, J=13.1, 11. 2 
Hz), 3.15 (2H, s), 4.18 (2H, d, J=13.1 Hz), 5.93 
(2H, s), 6.31 (IH, s), 6.44 (IH, s), 6.64-6.77 (3H, 
m), 6.92 (IH, d, J=8.1 Hz), 7.07 (IH, d, 
J=8.1Hz), 7.19 (IH, s). 

14^: 149-150 deg C (fSBl1b»!«:»ISXf^;U- 
v-fV^^ntf^l/X-T;!/) 

[0315] 

mmm iss 

4-(4-:7;U:t P :7x-;U)-N-[6-(l-tf P U i?-;!/^ 
^;i/)-7,8-'ytKP-2-:>-:7^b-JU]-3,6-S;tKP 
-l(2H)-e'Jv>*^l//1?+-9-5K 

nb343l 



2002-1-9 




title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.61 - 1.88 (8 
H. m ), 2.31 (2 H, t, J=8.1 Hz ). 2.51 (4 H, m ), 2.59 (1 H, m ), 
2.62 (2 H, t, J=8.1 Hz ), 2.94(2 H, dd, J=13.1, 1 1.2 Hz ), 3.15 
(2 H, s ), 4.18 (2 H, d, J=13.1 Hz ), 5.93 (2 H, s ), 6.31 (1 H, 
s ), 6.44 (1 H, s ), 6.64 - 6.77 (3 H, m ), 6.92(1 H, d, J=8.1 
Hz ). 7.07 (1 H, d, J=8.1Hz ). 7.19 (1 H, s ). 

melting point : 149-150 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0315] 

Working Example 158 

4 - (4 -fluorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] - 3 and 6 -dihydro -1 (2 H ) 
-pyridine carboxamide 

[Chemical Formula 3 43] 



##ff<j 54 -Qmc 6-(i-tf pgi;-;i'.><5^;u)-7,8- 

i?tKP-2-:J-7^ib>75>^fflL^T.IIJi6<5lJ 99 

'H-NMR (CDCI3) (5 : 1.79 (4H, m), 2.32 (2H, t, 
J=8.1 Hz), 2.50 (4H, m), 2.59 (2H, brt), 2.80 (2H, 
t, J=8.1 Hz), 3.17 (2H, s), 3.74 (2H, t, J=5.7Hz), 
4.15 (2H, d, J=2.5 Hz), 6.00 (IH, brt), 6.32 (IH, 
s), 6.32 (IH, s),6.94 (IH, d, J=8.1 Hz), 7.00-7.32 
(6H, m). 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.79 (4 H, 
m ), 2.32 (2 H, t, J=8.1 Hz ), 2.50 (4 H, m ), 2.59 (2 H, brt ), 
2.80 (2 H, t, J=8.1 Hz ), 3.17 (2 H, s ),3.74 (2 H, t, J=5.7Hz ), 
4.15 (2 H, d, J=2.5 Hz ), 6.00 (1 H, brt ), 6.32 (1 H, s ), 6.32 
(1 H, s ), 6.94 (1 H, d, J=8.1 Hz ), 7.00 - 7.32 (6 H, m ). 



C27H30FN3O tLX 
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elemental analysis values 


C27H30FN3O doing 




tt^{i:C. 


75 15* H 7 01* 


N 


9.74. 


calculated value :C, 


75.15 ;H, 7.01; 


N. 


9.74. 




75.09; H, 6.93; 


N. 


9.77. 


experimental value :C, 


75.09 ; H, 6.93; 


N. 


9.77. 



VT^PtfyUX— f-;U) [sopuropirueeteru ]) 

Ht&^J 1 59 Working Example 1 59 

4.(4.<7PP7i- ;U).N-[6-(l-tf PU v-^b^T 4 - (4 -chlorophenyl ) -N- [6 - (1 -pyirolidinyl methyl ) - 7 and 

;U )-7,8- V t K P -2- 7 $ U — ;U ]-3,6- i/ 1 K P 8 -dihydro -2- naphthalenyl ] - 3 and 6 -dihydro - 1 (2 H ) 

- 1 (2Hr)-tf U ;U7p4--9-5K -pyridine carboxamide 




##<5IJ 54 T-^fc 6-(l-lf P'Jv-JU/f^^l/)-7,8- 
i?tKP-2-■^3'^^>7'5>*fflL^Ts IIJI5«!I 99 

'H-NMR (CDCI3) 6 : 1.79 (4H, m), 2.32 (2H, t, 
J=8.1 Hz), 2.50 (4H, m), 2.59 (2H, brt), 2.80 (2H, 
t, J=8.1 Hz), 3.16 (2H, s), 3.73 (2H, t, J=5.6Hz), 
4.15 (2H, d, J=2.8 Hz), 6.06 (IH, brt), 6.30 (IH, 
s), 6.32 (IH, s),6.93 (IH, d, J=7.8 Hz), 7.09 (IH, 
d, J=7.8 Hz), 7.21-7.31 (5H, m). 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.79 (4 H, 
m ), 2.32 (2 H, t, J=8.1 Hz ), 2.50 (4 H, m ), 2.59 (2 H, brt ), 
2.80 (2 H, t, J=8.1 Hz ), 3,16 (2 H, s ),3.73 (2 H, t, J=5.6Hz ), 
4.15 (2 H, d, J=2.8 Hz ), 6.06 (I H, brt ), 6.30 (1 H, s ), 6.32 
(1 H, s ), 6.93 (1 H, d, J=7.8 Hz ), 7.09 (1 H, d, J=7.8 Hz ), 
7.21 -7.31(5 H,m). 





C27H30CIN3O tLX 




elemental analysis values 


C27H30C1N3O doing 


tinm-.c. 


72.39; H, 6.75; 


N, 


9.38. 


calculated value :C, 


72.39 ; H, 6.75; 


N, 


9.38. 


mmm-.c. 


72.19; H, 6.75; 


N, 


9.19. 


experimental value :C, 


72.19 ;H, 6.75; 


N, 


9.19. 
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[0316] 

mMM 160 

4-(4--? P □:7i-;U)-4-t KP+*>-N-[6-(l-tf P'J 

i;-juyT>/u)-7,8-i^tKP-2-l-7^u-;i/]-i-fcf 



C^b 345] 




##01) 54 X-ntz 6-(l-t°P'Jv-;UP«^-ll')-7,8- 

'H-NMR (CDCI3) S : 1.79 (4H, m), 1.80 (2H, 
m), 2.04 (IH, dd, J=13.1, 10.8 Hz), 2.06 (IH, dd, 
J=13.1, 10.8 Hz), 2.31 (2H, t, J=7.8 Hz), 2.50 
(lH,brs), 2.51 (4H,m), 2.79 (2H, t, J=7.8 Hz), 
3.15 (2H, s), 3.41 (2H, dd,J=12.6, 10.8 Hz), 4.00 
(2H, d, J=12.6 Hz), 6.32 (IH, s), 6.37 (IH, s), 
6.93 (IH, d, J=8.1 Hz), 7.05-7.42 (6H, m). 

m^: 181-182 deg C (S|grB<bj$j«:i^Kx^;U- 

e?'fv:^Ptf;ux-x;u) 

mi&M 161 

4.(4.y5^^:7x-;U)-N-[6-(l-tfP'JS>-VU>5' 
;u)-7,8-i; t K P -2--:J- 7 ^ b-^U]-3,6-*:? t K P 
-l(2H)-t°'Ji?>*;U^+-9-5K 



lit 346] 




##«IJ 54 T-#fc 6-(l-lfP'Ji;-;U^^-'U)-7,8- 
i5tKP-2-±:7^U>T5:^$ffll^t.SiS^J 99 



2002-1-9 

[sopuropirueeteru ]) 
[0316] 

Working Example 160 

4 - (4 -chlorophenyl ) - 4 -hydroxy -N- [6 - (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
carboxamide 

[Chemical Formula 3 45] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.79 (4 H, 
m ), 1.80 (2 H, m ), 2.04 (1 H, dd, J=13.1, 10.8 Hz ), 2.06 (1 
H, dd, J=13.1, 10.8 Hz ), 2.31 (2 H, t, J=7.8 Hz ), 2.50 (1 H, 
brs ),2.51 (4 H, m ), 2.79 (2 H, t, J=7.8 Hz ), 3.15 (2 H, s ), 

3.41 (2 H, dd, J=12.6, 10.8 Hz ), 4.00 (2 H, d, J=12.6 Hz ), 
6.32 (1 H, s ), 6.37 (1 H, s ), 6.93(1 H, d, J=8.1 Hz ), 7.05 - 

7.42 (6 H, m ). 



4 - (4 -methylphenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] - 3 and 6 -dihydro -1 (2 H ) 
-pyridine carboxamide 

[Chemical Formula 3 46] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 



melting point : 181-182 deg C (crystallization 
solvent lethylacetate -diisopropyl ether ) 

Working Example 161 
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'H-NMR (CDCI3) (5 : 1.79 (4H, m), 2.32 (2H, t, 
J=7.8 Hz), 2.35 (3H, s), 2.50 (4H, m), 2.61 (2H, 
brt), 2.80 (2H, t. J=7.8 Hz). 3.16 (2H. s), 
3.73(2H, t, J=5.7 Hz), 4.15 (2H, d, J=2.8 Hz), 
6.03 (IH, s), 6.29 (IH, s), 6.32 (IH, s), 6.93 (IH, 
d, J=8.1 Hz), 7.07-7.30 (6H, m). 

Ml^: 199-202 deg C {§SS^bitS!l:Ki|X5^;U- 
i/'fV^PtfiUX-x^U) 

[0317] 

mum 162 

6-(4- p □ 7 1 - ;u )-N-[6-( 1 - tf □ ' J - ;u ^ 

;U)-7,8-t?tKa-2--^7^L/-;U]-P^>T5K 



[<b347] 




<sup>l</sup>H-ninr (CDCl<sub>3</sub> ):de: 1 .79 (4 H, 
m ), 2.32 (2 H, t, J=7.8 Hz ), 2.35 (3 H, s ), 2.50 (4 H, m ), 
2.61 (2 H, brt ), 2.80 (2 H, t, J=7.8 Hz ),3.16 (2 H, s ), 3.73 (2 
H, t, J=5.7 Hz ), 4.15 (2 H. d, J=2.8 Hz), 6.03 (1 H, s ), 6.29 
(1 H, s ), 6.32 (1 H. s ), 6.93 (1 H, d, J=8.1 Hz ), 7.07 -7.30 (6 
H.m). 

melting point : 1 99-202 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0317] 

Working Example 162 

6 - (4 -chlorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] nicotinamide 

[Chemical Formula 3 47] 



54 X-mz 6-(l-tfP'Jv-;U>^>l/)-7,8- 
i;tKP-2-:^:7^U>75>$fflt^T. mt&m 1 1 

'H-NMR (CDCl3+DMS0-d«) 6 : 1.80 (4H, m), 
2.32-2.58 (6H, m), 2.85 (2H, t,J=8.0 Hz), 3.18 
(2H, s), 6.36 (IH, s), 7.01 (IH, d, J=8.4 Hz), 7.48 
(2H, d, J=8.4 Hz), 7.49 (IH, m), 7.59 (IH, s), 
7.83 (IH, d, J=8.4 Hz), 8.04(2H, d, J=8.4 Hz), 
8.35 (IH, dd, J=8.4, 2.2 Hz), 9.25 (IH, d, J=2.2 
Hz),9.42(lH,s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup> 1 </sup>H-mnr (CDCl<sub>3</sub>-HDMS0 
-d<sub>6</sub> );de: 1 .80 (4 H, m ), 2.32 - 2.58 (6 H, m ), 
2.85 (2 H, t, J=8.0 Hz ), 3.18 (2 H, s ), 6.36 (1 H, s ), 7.01(1 
H, d, J=8.4 Hz ), 7.48 (2 H, d, J=8.4 Hz ), 7.49 (1 H, m ), 7.59 
(1 H, s ), 7.83 (1 H. d, J=8.4 Hz ), 8.04 (2 H, d, J=8.4 Hz ), 
8.35 (1 H, dd. J=8.4, 2.2 Hz ), 9.25 (1 H, d, J=2.2 Hz ),9.42 (1 
H,s). 





C27H26C1N30 tLX 




elemental analysis values 


C27H26C1N30 doing 


f+^fil:C. 


73.04; H, 5.90; 


N, 


9.46. 


calculated value :C. 


73.04 ; H, 5.90; 


N, 


9.46. 




73.1 1;H, 5.71; 


N. 


9.20. 


experimental value :C, 


73.11 ;H, 5.71; 


N, 


9.20. 



UMM 163 



[sopuropirueeteru ]) 
Working Example 163 
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N-t6-[(v^5^;U75>')^5';U]-7.8-i/tKa-2--^- 
:7$tu-;u].6.(4-y^;U7x=.;U)=.a^>7'5K 

at 348] 




N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] - 6 - (4 -methylphenyl ) nicotinamide 

[Chemical Formula 3 48] 



#%^5lJ 41 0) 2)T'#fc e-tCN.N-i/^^^JUTSy)^ 
^>/U]-7,8-vtKP-2-:J-:7^b>T5>^ffll<^T, 

mmm i tmmom^^n'3zt\zM. mmit 

'H-NMR (CDCI3) (5: 2.25 (6H, s), 2.34 (2H, t, 
J=8.1 Hz), 2.43 (3H, s),2.85 (2H, t, J=8.1 Hz), 
2.99 (2H, s), 6.34 (IH, s), 7.02 (IH, d, J=8.1 Hz), 
7.31 (2H, d, J=8.1 Hz), 7.39 (IH, d, J=8.1 Hz), 
7.46 (IH, s), 7.81 (IH, d, J=8.4 Hz). 7.87 (IH, s), 
7.96 (2H, d, J=8.1 Hz), 8.22 (IH, dd, J=8.4, 2.3 
Hz),9.11(lH,d,J=2.3Hz). 

m^: 228-230 deg C (^rH<b5§J«:»ISx^;U- 

i?'rv::^Ptf;i/X-7^;i,) 

[0318] 
HSIE^IJ 164 

6-(4-'5'pa:7i^;u)-N-[6-[(-:/>^;L'T5y)>5^ 

;b]-7,8-v t K□-2-:^:7^ b - ;u] - zi5^>T5K 



title compound was acquired by doing operation of being 
similar to the Working Example 1 Reference Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.34 (2 H, t, J=8.1 Hz ), 2.43 (3 H, s ), 2.85 (2 H, t, J=8.1 
Hz ), 2.99 (2 H, s ), 6.34 (1 H, s ),7.02 (1 H, d, J=8.1 Hz ), 
7.31 (2 H, d, J=8.1 Hz ), 7.39 (1 H, d, J=8.1 Hz ), 7.46 (1 H, 
s ), 7.81 (1 H, d, J=8.4 Hz ), 7.87 (1 H, s ), 7.96 (2 H, d, J=8.1 
Hz ), 8.22(1 H, dd, J=8.4, 2.3 Hz ), 9.1 1 (1 H, d, J=2.3 Hz ). 

melting point : 228-230 deg C (crystallization 
solvent lethylacetate -diisopropyl ether ) 

[0318] 

Working Example 164 

6 - (4 -chlorophenyl ) -N- [6 - [ (dimethylamino ) methyl ] - 7 
and 8 -dihydro -2- naphftalenyl ] nicotinamide 



[-lb 349] [Chemical Formula 3 49] 

\\ T N 



##0IJ 41 (T> 2)-C'#fc 6-[(N,N-i?P<^;U75y).?« 
^;u]-7,8-e/tKa-2--:^7^b>75>$fflL^r, 

'H-NMR (CDClj) <S : 2.25 (6H, s), 2.35 (2H, t, 
J=8.1 Hz), 2.86 (2H, t, J=8.1 Hz), 2.99 (2H, s), 
6.35 (IH, s), 7.04 (IH, d, J=8.1 Hz), 7.40 (IH, d, 
J=8.4 Hz), 7.49 (IH, brs), 7.49 (2H, d, J=8.4 Hz), 
7.78 (IH, s), 7.84(1H, d, J=8.4 Hz), 8.02 (2H, d, 
J=8.4 Hz), 8.26 (IH, dd, J=8.1, 2.2 Hz),9.13 (IH, 



title compound was acquired by doing operation of being 
similar to the Working Example 1 Reference Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.25 (6 H, 
s ), 2.35 (2 H, t, J=8.1 Hz ), 2.86 (2 H, t, J=8.1 Hz ), 2.99 (2 
H, s ), 6.35 (1 H, s ), 7.04 (1 H, d, J=8.1 Hz ),7.40 (1 H, d, 
J=8.4 Hz ), 7.49 (1 H, brs ), 7.49 (2 H, d, J=8.4 Hz ), 7.78 (1 
H, s ), 7.84 (1 H, d, J=8.4 Hz ), 8.02 (2 H, d, J=8.4 Hz ), 8.26 
(1 H, dd, J=8.1, 2.2 Hz ), 9.13(1 H, d, J=2.2 Hz ). 
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(1 H. dd, J=8.1. 2.2 Hz ), 9.13(1 H, d, J=2.2 Hz ). 





C25H24C1N30 tLX 




elemental analysis values 


C25H24CIN30 doing 




71.85; H, 5.79; 


N. 


10.05. 


calculated value :C, 


71.85 ;H, 5.79; 


N. 


10.05 . 


mmm-.c. 


71.88; H, 5.67; 


N, 


9.86. 


experimental value :C, 


71.88 ;H, 5.67; 


N, 


9.86. 



m^m 165 

4-(4-'> P P7xz:;U).N-[6-(l-lf P 'J v-;U>^ 
;U)-7.8-i'tKP-2--^-7^U-^U]-l-t°'<'Ji/>A 



[<b350] 




[sopuropirueeteru ]) 
Working Example 165 

4 - (4 -chlorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxamide 

[Chemical Formula 3 50] 



##01J 54 Vmtz 6-(l-en'Jv-;U^5^;U)-7,8- 

'H-NMR (CDCI3) 6 : 1.66-1.91 (8H, m). 2.32 
(2H, t. J=8.1 Hz), 2.50 (4H,m), 2.70 (IH, m), 
2.80 (2H, t, J=8.1 Hz), 2.98 (2H, dd, J=13.7, 12,0 
Hz), 3.16 (2H, s), 4.20 (2H, d, J=13.7 Hz), 6.32 
(IH, s), 6.32 (IH, s), 6.93 (IH, d, J=8.1 Hz), 
7.05-7.30 (6H, m). 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub>);de: 1.66-1.91 (8 
H, m ), 2.32 (2 H, t, J=8.1 Hz ), 2.50 (4 H, m ), 2.70 (1 H, m ), 
2.80 (2 H, t, J=8.1 Hz ), 2.98(2 H, dd, J=13,7, 12.0 Hz ), 3.16 
(2 H, s ), 4.20 (2 H, d, J=13.7 Hz ), 6.32 (1 H, s ), 6.32 (1 H, 
s ), 6.93 (1 H, d, J=8.1 Hz ), 7.05 - 7.30 (6 H, m ). 





C27H32C1N30 tLX 




elemental analysis values 


C27H32C1N30 doing 




72.06; 


H,7.17; 


N. 


9.34. 


calculated value :C, 


72.06; • 


H,7.17; 


N, 


9.34. 


mmm-.c. 


72.08; 


H, 7.23; 


N, 


9.15. 
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experimental value :C, 


72.08 ; 


H,7.23; 


N, 


9.15. 



[0319] 

m^m 166 

N-[6-[(i;>f^;UT5>').J<5^;U]-7,8-i/tKP-2--^ 
[^b 351] 




[sopuropirueeteru ]) 
[0319] 

Working Example 166 

N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] - 4 - (4 -fluorophenyl ) - 1 -piperidine 
carboxamide 

[Chemical Formula 3 51] 



#%<5IJ 41 <D 2)X'mfz 6-[(N,N-v>5^VU7S/)^ 

5^;u]-7,8-vtKa-2-:J-7'^u>75>*fflt^r. 

mmm 99 tmm(j)m^^noztizMs mm 

•H-NMR (CDCI3) 6 : 1.65-1.75 (2H, m), 1.89 
(2H, d, J=11.4 Hz),2.23 (6H, s), 2.30 (2H, t, 
J=8.1 Hz), 2.70 (IH, m), 2.80 (2H, t, J=8.1Hz), 
2.94-3.01 (4H, m), 4.20 (2H, d, J=13.4 Hz), 6.30 
(IH, s), 6.35 (lH,s), 6.92-7.20 (7H, m). 

m^: 187-188 deg C (iigal^b;i!«:it^X5^;U- 

i/'fv::^ptf;i'X-x;i/) 

N-[6-[(v^^;UT5>')p'5^;i/]-7,8-vtKa-2-:>- 
[it 352] 




title compoimd was acquired by doing operation of being 
similar to the Working Example 99 Reference Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.65 - 1.75 (2 
H, m ), 1.89 (2 H, d, J=l 1.4 Hz ), 2.23 (6 H, s ), 2.30 (2 H, t, 
J=8.1 Hz ), 2.70 (1 H, m ), 2.80(2 H, t, J=8.1Hz ), 2.94 - 3.01 
(4 H, m ), 4.20 (2 H, d, J=13.4 Hz ), 6.30 (1 H, s ), 6.35 (1 H, 
s ), 6.92 - 7.20 (7 H,m). 

melting point : 187-188 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 167 

N- [6 - [ (dimethylamino ) methyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] - 4 - (4 -methylphenyl ) - 1 -piperidine 
carboxamide 

[Chemical Formula 3 52] 



##0IJ 41 (D 2)-^mtz 6-[(N,N-v.>t^;Uy5/)^ 

^;^]-7,8-vt:K□-2-:^:7^L/:^75>^fflt^•Cs 

mmm 99 tmmomif^^noztizMs mm 



title compound was acquired by doing operation of being 
similar to the Working Example 99 Reference Example 41 2) 
with 6 it acquires - [ (N, N- dimethylamino ) methyl ] - 
making use of 7 and 8-dihydro -2- naphthalene amine . 



'H-NMR (CDClj) 6 : 1.66-1.74 (2H, m), 1.89 <sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.66 - 1.74 (2 
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(2H, d, J=11.7 Hz), 2.28 (6H,s), 2.30 (2H, t, 
j=8.1 Hz), 2.38 (3H, s), 2.68 (IH, m), 2.80 (2H, t, 
J=8.1 Hz), 2.94-3.02 (4H, m), 4.19 (2H, d, J=12.8 

T T_\ £_ /ITT z: 1C/1TT «.\ ^ AT /ITT -1 T O 1 

Hz), 6.30 (IH, s), 6.35(1H, s), 6.93 (IH, d, J=8.1 
Hz), 1,01^720 (6H. m). 


H, m ), 1 .89 (2 H, d. J=l 1 .7 Hz ), 2.28 (6 H, s ), 2.30 (2 H, t, 
J=8.1 Hz ), 2.38 (3 H, s ), 2.68(1 H, m ), 2.80 (2 H, t, J=8.1 
Hz ), 2.94 - 3.02 (4 H. m ), 4.19 (2 H, d, J=12.8 Hz ), 6.30 (1 
H, s ), 6.35 (1 H, s ), 6.93 (1 H, d, J=8.1 Hz ), 7.07- 7.20 (6 H, 
m). 




C26H33N3O-0.5H2O tLT 


elemental analysis values 


C26H33N3O*0.5H2O doing 




75.69; H, 8.31; N, 10.18 


calculated value :C, 


75.69 ; H, 8.31 ;N, 10.18 


lliHS:C, 


75 44- H 8 16' N 10 05 


experimental value :C, 


75.44 ;H, 8.16; N, 10.05 




[sopuropirueeteni ]) 


[0320] 


[0320] 


mi&m 168 


Working Example 168 


N-[6-[(vy^;U7'5/).?«^;U]-5,6,7,8-xh^tK 

□-2-:^3'^^^;u][l,l'-^^7xz.;^].2-*;^7K4^ 


N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] [1, T -biphenyl ] - 2 -carboxamide acetate 


lit 353] 


[Chemical Formula 3 53] 



H HCI 




6-7'5>'-2-(N,N-i?.?'f-;U75/)y^;Uxh^'J> 

'H-hfMR (DMSO-dfi) 5 : 1.39 (IH. m), 1.99 
(IH, m), 2,17 (IH, m), 2.42 (IH.dd, J=16.2, 10.1 
Hz), 2.78 (6H, s), 2.88 (IH. dd. J=16.2, 4.5 Hz), 
3.06(2H, t, J=5.7 Hz), 3.38 (2H, s), 6.94-7.62 
(1 IH, m), 7.64 (IH, d, J=1.7Hz), 10.1 1 (IH, brs), 
10.18 (lH,s). 

U^: 196-197 deg C (ISa^9^b;§!fi^:>^y-;U-i^ 

Kx^;u) 

%m\ 169 

N-[6-[(vy5^;U75/)^5^;i']-5,6,7,8-xh^tK 



title compound was acquired 6 -amino -2- making use of (N, 
N- dimethylamino ) methyl tetralin acetate , by 
doingoperation of being similar to Working Example 1. 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.39 (1 
H, m ), 1 .99 (1 H, m ), 2 and 17 (1 H, m ), 2.42 (1 H, dd, 
J=16.2, 10.1 Hz ), 2.78 (6 H, s ), 2.88(1 H, dd, J=16.2, 4.5 
Hz ), 3.06 (2 H, t, J=5.7 Hz ), 3.38 (2 H, s ), 6.94 - 7.62 (1 1 H, 
m ), 7.64 (1 H, d, J=1.7Hz ), 10.1 1 (1 H, brs ), 10.18 (1 H, s ). 

melting point : 196-197 deg C (crystallization 
solvent :methanol -ethylacetate ) 

Working Example 169 

N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] - 4' -fluoro [1,1' -biphenyl ] - 4 
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Ut 354] 

' c 

HCl 





-carboxamide acetate 
[Chemical Fonnula 3 54] 



y^J^75/)^^;^]-5,6,7,8-xh^t:KP-2-:^■7^ 
b^;u][i,r-e:7i-;u]-4-*;u;t?^»r-ti-5K$i^^ 
x^;KcjtjgL. iSfiJScD 4N ^K-WKx5^;u 

'H-NMR (DMSO-d«) <5 : 1.43 (IH. m), 2.06 
(IH, m), 2.21 (IH, m), 2.45 (lH,m), 2.79 (6H, s), 
2.92 (IH, dd, J=16.2, 4.2 Hz), 3.08 (2H, d, J=6.4 
Hz), 3.33 (2H, s). 7.05 (IH, d, J=8.4 Hz), 7.34 
(2H, dd, J=8.9, 8.9 Hz), 7.53 (IH, d, J=8.4 Hz), 
7.59 (IH, s), 7.80 (4H, m), 8.06 (2H, d, J=8.1 
Hz), 10.02 (IH, s), 10.03 (IH, brs). 

m^: 240-245 deg C (!iaS^b^J«:^^/--'l'-W 

ilx5^;u) 

[0321] 

170 

6-(4-:7 P7x=.;u)-N-[6-(i-tf p 'J i^-^u.?* 

^;i/)-7,8-i?tKP-2-:^7^ib-;U]-P^>75K 
[<b355] 




4' which is synthesized with Working Example 42 -fluoro -N- 
[6 - [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] [1, T -biphenyl ] - it melted 
4-carboxamide in ethylacetate , it concentrated under vacuum 
including 4 Nhydrochloric acid -ethylacetate solution of 
excess quantity . 

residue which it acquires recrystallization was done from 
methanol -ethylacetate and the title compound was acquired. 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.43 (1 
H, m ) 2.06 (1 H, m ), 2.21 (1 H, m ), 2.45 (1 H, m ), 2.79 (6 
H, s ), 2.92 (1 H, dd, J=16.2, 4.2 Hz ), 3.08 (2 H, d, J-6.4 
Hz ), 3.33(2 H, s ), 7.05 (1 H, d, J=8.4 Hz ), 7.34 (2 H, dd, 
J=8.9, 8.9 Hz ), 7.53 (1 H, d, J=8.4 Hz ), 7.59 (1 H, s ), 7.80 
(4 H, m ), 8.06 (2 H, d, J=8.1 Hz ). 10.02 (1 H, s ),10.03 (1 H, 
brs ). 

melting point : 240-245 deg C (crystallization 
solvent :methanol -ethylacetate ) 

[0321] 

Working Example 170 



6 - (4 -fluorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) 
8 -dihydro -2- naphthalenyl ] nicotinamide acetate 

[Chemical Formula 3 55] 



7 and 



54 vmtz 6.(i-ea'jv-;u^5^;i^H,8- 

vtKP-2.:^:7^U>75>$fflL^T. HJfe^J 1 1 

tZo 

^H-NMR (DMSO-dfi) 5 : 1.70 (4H, m), 2.26 



tide compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.70 (4 
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(2H, t, J=8.1 Hz), 2.44 (4H, m),2.76 (2H, t, J=8.1 
Hz), 3.12 (2H, s), 3.34 (IH, s), 6.36 (IH, s), 
7.03(1H, d, J=7.8 Hz), 7.37 (2H, dd, J=8.4, 7.0 
Hz), 7.57 (IH, d, J=8.4 Hz),7.59 (IH, s), 
8.13-8.42 (4H, m), 9.19 (IH, s), 10.43 (lH,s). 

itjH: 229-231 deg C (eBl<tj§J«:/$«>'-JU-i^ 
^X^;U) 

mum 171 

6.(4-:7;i/;t-n7x-;U)-N-[6-(l-tfP'Jv— 
f-;U)-7,8-i?tKn-2--^-:7^m;i/]z:=if->T5h* 



[<b356] 




2HCi 



H, m ), 2.26 (2 H, t, J=8. 1 Hz ), 2.44 (4 H, m ), 2.76 (2 H, t, 
J=8.1 Hz ), 3.12 (2 H, s ), 3.34 (1 H, s ),6.36 (1 H, s ), 7.03 (1 
H, d. J=7.8 Hz ), 7.37 (2 H, dd, J=8.4, 7.0 Hz ), 7.57 (1 H. d, 
J=8.4 Hz ), 7.59 (1 H, s ), 8.13 - 8.42 (4 H, m ), 9.19 (1 H, 
s),10.43(l H,s). 

melting point : 229-23 1 deg C (ciystallization 
solvent :methanol -ethylacetate ) 

Working Example 171 

6 - (4 -fluorophenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] nicotinamide dihydrocbloride 

[Chemical Formula 3 56] 



54 -nrnz 6-(l-tf P'Ji?-;U>^;U)-7,8- 

vtK□-2-:^:?^^>Ts>^ffl^^T. mmm \ t 

'H-NMR (DMSO-d«) 6 : 2.00 (4H, m), 2.45 
(4H, m), 2.83 (2H, t, J=8.1 Hz),3.05 (2H, m), 
3.47 (2H, m), 3.88 (IH, s), 6.69 (IH, s), 7.13 
(IH, d, J=8.1 Hz), 7.38 (2H, dd, J=8.9, 8.6 Hz), 
7.64 (IH, d, J=10.6 Hz), 7.66 (IH, s), 8.14-8.42 
(4H, m), 9.19 (IH, s), 10.52 (IH, s), 10.60 
(lH.brs). 

m^: 245-248 deg C (SS<b;§(«:/^>'-;U-i^ 
®x5^;u) 

[0322] 

mum 172 

N-{6-[(v.>«^;i/-KP'f;U)P<^;H-5,6,7,8-xh7 

t Kp-2--^-:7^ ji/ } -4'-:7 p [ 1 , r- tf:?x:i. 

[it 3511 



title compound was acquired by doing operation of being 

similar to the Working Example 1 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nnir (DMSO -d<sub>6</sub> );de: 2.00 (4 
H, m ), 2.45 (4 H, m ), 2.83 (2 H, t, J=8.1 Hz ), 3.05 (2 H, m ), 
3.47 (2 H, m ), 3.88 (1 H, s ),6.69 (1 H, s ), 7.13 (1 H, d, J=8.1 
Hz ), 7.38 (2 H, dd, J=8.9, 8.6 Hz ), 7.64 (1 H, d, J=10.6 Hz ), 
7.66(1 H,s), 8.14 -8.42 (4 H,m), 9.19(1 H,s),10.52 (1 H, 
s), 10.60(1 H,brs). 

melting point : 245-248 deg C (crystallization 
solvent :methanol -ethylacetate ) 

[0322] 

Working Example 172 

N- {6 - [ (dimethyl nitro yl ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl } - 4' -fluoro [1,1' -biphenyl ] - 4 
-carboxamide 3- chloro benzoate 

[Chemical Formula 3 57] 
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I 42 T-#fc 4'-7;U;J-P-N-[6-[(N,N--:/>5^ 
;UT5>')y^-'U]-5,6,7,8-xh7th*P-2--^7$U 
-JU][l.l'-t*3'x:^;i/]-4-*;U7H+-y-5K lOOmg 
10ml lcj)g«?L. 7K;lfTlilf Lfco 

Ji^V^^LXmmit-^^ 158ing$#fc. 

'H-NMR (DMSO-ds) <S : 1.57 (IH, m), 2.07 
(IH, m), 2.61 (IH, m), 2.82 (2H,m), 3.04 (IH, 
m), 3.33 (IH, m), 3.48 (6H, s), 3.56-3.67 (2H, 
m), 6.55 (IH, s), 7.03 (IH, d, J=8.4 Hz), 
7.30-7.56 (6H, m), 7.78-7.85 (6H, m), 8.04 (2H, 
d,J=8.4 Hz), 10.17 (lH,s). 



4' which is acquired with Working Example 42 -fluoro -N- [6 
- [ (N, N- dimethylamino ) methyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - it melted 4-carboxamide 
lOOmg in acetone 10ml , under ice cooling agitated. 

3 -chloro perbenzoic acid (purity 50% ) including 86 mg , 
under ice cooling 1 hour it agitated. 

It concentrated under vacuum , washed residue with 
diisopropyl ether andacquired title compound 1 58mg . 

<sup>l</sup>H-ninr (DMSO -d<sub>6</sub> );de: 1.57 (1 
H, m ), 2.07 (1 H, m ), 2.61 (1 H, m ), 2.82 (2 H, m ), 3.04 (1 
H, m ), 3.33 (1 H, m ),3.48 (6 H, s ), 3.56 - 3.67 (2 H, m ), 
6.55 (1 H, s ), 7.03 (1 H, d, J=8.4 Hz ), 7.30 - 7.56 (6 H, m ), 
7.78 - 7.85(6 H, m ), 8.04 (2 H, d, J=8.4 Hz ), 10.17 (1 H, s ). 



FABMS(pos) 419.1 


[M+H]+ 


FABMS (pos)419. 1 


[M+H ] + 






Working Example 173 



-2--^-7^b-;U][l,l'-lf7x-;U]-4-X;U:1^>75 
C^b 358] 



[Chemical Formula 3 58] 




mmm 41 o 2)vmz 6-[(N,N-vp<^;u75y)> 

^;U]-7,8-vtKP-2--i-7^b>75> (200 mg, 
0.72 mmol) ^7-th-h'J;K30 ml)IC}^«?U7K 
)^TK'JXf-;U75>(0.401 ml, 2.88 mmol), 
[i,r-e:7x-;u].4.x;u7t^-;u^p'JK (200 mg, 



Working Example 41 2) with 6 it acquires - [ (N, N- 
dimethylamino ) methyl ] - 7 and 8 -dihydro -2- naphthalene 
amine it melted (200 mg , 0.72 nmiol )in acetonitrile (30 ml ), 
3 hours it agitated under ice cooling triethylamine (0.401 ml , 
2.88 mmol ), [1, r -biphenyl ] - 4 -sulfonyl chloride including 
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0.79 mmoO^in^. 3 B#Ktiif Lf=. 
-9->=33:67) I^TSSLfc. 



'H-NMR (DMSO-d*) 8 : 1.32 (IH, m), 1.96 
(IH, m), 2.11 (IH. m), 2.35 (IH.d, J=15.9, 10.0 
Hz), 2.74 (2H, m), 2.78 (7H. m), 3.02 (2H, m), 
6.89 (2H, d, J=10.6 Hz), 6.91 (IH, m), 7.40-7.51 
(3H, m), 7.70 (2H, d, J=6.7 Hz), 7.85 (4H, m), 
9.92 (IH, brs), 10.23 (IH, s). 

m^: 168-170 deg C i1&^itf$m}^^y-)U-JSf 
^x^;U) 

FABMS(pos) 421.1 [M+H]+ 
[0323] 

m^m 174 

4'-'j7 P □-N-[4-(4-t°^ 'J v-;i,)7xz:;u][ i.r-t* 
7i-;u]-4-*;u-t?=<F-ti-5K 

[it 359] 



##i9J 89 X*mz 4'-<7an-N-[4-(4-e^Uv- 

;upx-;i.][i,r-e:7x-;uH.:^j;u;f:+-ti-5K$- 



'H-NMR (CDCI3+ DMSO-dfi) 8 : 1.40-1.90 
(4H, m), 2.60-2.90 (3H, m), 3.18-3.28 (2H, m), 
7.19 (2H, d, J=8.1 Hz), 7.49 (2H, d, J=7.0 Hz), 
7.67-7.75 (6H, m), 8.07-8.10 {3H, m), 10.16 (IH, 
s). 

m§.: 276-281 deg C (5^«) (liSB^B<bJ§«E:i^SI 
X5^;U) 

mmm 175 

4'.^PP.N-[4-(l->5^;U-4-e^'Jv-;U)3?x- 

;u][i,r-if:7xz:;u]-4-*;un?^-9-5K 

i\t 360] 



(200 mg , 0.79 mmol ), 

It concentrated reaction mixture , it extracted in residue 
including the ethylacetate , water. 

ethyl acetate layer was concentrated, residue was refined with 
alumina colunm chromatography (developing 
solvent ;ethylacetate :n- hexane =33:67 ). 

It concentrated in oil which it acquires including 4 Nhydrogen 
chloride -ethylacetate solution , the recrystallization did 
residue with methanol -ethylacetate , acquired title compound 
(194 mg). 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.32 (1 
H, m ), 1 .96 (1 H, m ), 2.1 1 (1 H, m ), 2.35 (1 H, d, J=15.9, 
10.0 Hz ), 2.74 (2 H, m ), 2.78 (7 H, m ),3.02 (2 H, m ), 6.89 
(2 H, d, J=10,6 Hz ), 6.91 (1 H, m ), 7.40 - 7.51 (3 H, m ), 
7.70 (2 H, d, J=6.7 Hz ), 7.85 (4 H, m ), 9.92 (1 H, brs ), 10.23 
(1 H,s). 

melting point : 168-170 deg C (crystallization 
solvent : methanol -ethylacetate ) 

FARMS (pos ) 421.1 [M+H ] + 

[0323] 

Working Example 174 

4' -chloro -N- [4 - (4 -bipyridinyl ) phenyl ] [1, 1' -biphenyl ] - 
4 -caiboxamide 

[Chemical Formula 3 59] 



By operating in same way 4' which is acquired with Reference 
Example 89-chloro -N- [4 - (4 -bipyridinyl ) phenyl ] [1, T 
-biphenyl ] - making use of 4 -carboxamide , Working 
Example 127 2) with, it acquired title compound as colorless 
powder . 

<sup>l<:/sup>H-nmr (CDCl<sub>3</sub>+ DMSO 
-d<sub>6</sub> );de: 1.40 - 1.90 (4 H, m ), 2.60 - 2.90 (3 H, 
m ), 3.18 - 3.28 (2 H, m ), 7.19 (2 H, d, J=8.1 Hz ),7.49 (2 H, 
d, J=7.0 Hz ), 7.67 - 7.75 (6 H, m ), 8.07 - 8.10 (3 H, m ), 
10.16(1 H,s). 

melting point : 276-281 deg C (Disassembly) (crystallization 
solvent :ethylacetate ) 

Working Example 175 

4' -chloro -N- [4 - (1 -methyl -4- bipyridinyl ) phenyl ] [1, 1' 
-biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 60] 
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mmm m tsmtz 4'-<7PP-N-[4-{4-e'^gi;- 

;upx-;u][i,r-t*:7x^;u]-4-*;u7K+-9-5K 

0.1 7g. 37% /-^;UAT;U-Tth*7Kj§j$ 0.05ml 
^iS^m. 0.5ml (Om-^^^. 100 deg Cl?4 HI 

KP77>(i:i);1^5§j^T'ttttLfco 



'H-NMR (CDCI3+ DMSO-d«) 5 : 1.55-1.80 
(2H, m), 1.90-2.10 (2H, m), 2.22 (3H, s), 
2.30-2.45 (IH, m), 2.80-3.20 (4H, m), 7.11 (2H, 
d, J=8.1 Hz), 7.36 (2H, d, J=8.1 Hz), 7.50-7.63 
(6H. m), 7.97 (2H, d, J=8.4 Hz), 9.79 (IH, s). 

ill^: 273-277 deg C (^i-fl?) (i5fe,^jt}SE:i^Sx 
5^;i/) 

[0324] 

176 

/<>v;U 4-[2-[[2-(i?>T;U75/)X^;U]75 
y]-2-:t^VX^;U]7x— h 

nb36l] 



H 



4' which is acquired with Working Example 174 -chloro -N- 
[4 - (4 -bipyridinyl ) phenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 0.1 7g, 37% formaldehyde aqueous solution 
0.05ml and mixture of formic acid 0,5ml , 4 hours was heated 
with 100 deg C. 

After cooling, including water to room temperature , with 8 
rule sodium hydroxide water solution it made basic , extracted 
with ethylacetate -tetrahydrofuran (1:1) mixed solution . 

extracted liquid with saturated saline after washing, was dried 
with anhydrous magnesium sulfate , the solvent was removed 
under vacuum . 

You washed solid which it acquires with ethylacetate , dried 
under the vacuum , acquired title compound 90mg . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub>+ DMSO 
-d<sub>6</sub> );de: L55 - 1.80 (2 H, m ), 1.90 - 2.10 (2 H, 
m ), 2.22 (3 H, s ), 2.30 - 2.45 (1 H, m ),2.80 - 3.20 (4 H, m ), 
7.1 1 (2 H, d, J=8.1 Hz ), 7.36 (2 H, d, J=8.1 Hz ), 7.50 - 7.63 
(6 H, m ), 7.97 (2 H, d, J=8.4 Hz ), 9.79 (1 H, s ). 

melting point : 273-277 deg C (Disassembly) (cleaning 
solvent :ethylacetate ) 

[0324] 

Working Example 176 

benzyl 4- [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 
ethyl ] phenyl carbamate 

[Chemical Formula 3 61] 



ON 
H 



90 X*mtz 2-[4-[[(^> v;u>j-+S/)*>'U7f: 
=^)i]T^y]yoL-)[.]mM (1.5 g)a)xh^tKp 

(50 ml)JgjajlC,N,N-i;>^^;UX5^b>i? 
T5> (0.64 ml).WSC (1.31 g). HOBt (1.05 
g). *Jci:t;h'Jx^;U75> (2.4ml)^»P^fco 



2 it acquires with Reference Example 90 - N, N- dimethyl 
ethylenediamine (0.64 ml ), WSC (1.31 g ), HOBt (1.05 g ), 
and triethylamine (2.4 ml ) was added to tetrahydrofiiran (50 
ml ) solution of [4 - [[ (benzyloxy ) carbonyl ] amino ] 
phenyl ] acetic acid (1.5 g ). 

After 20 hours agitating, you opened reaction mixture to 
water, extractedwith ethylacetate . 

You washed organic layer with water, and sodium 
bicarbonate-saturated water , saturated saline after 
drying,concentrated. 

residue recrystallization was done from ethylacetate -hexane , 



ft At Al- 
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title confound (1.72 g ) wasacquired. 



14^:126-127 


"C. 


melting point : 126- 127 




H 


mm 






Truth 


Execution 


Example 1 77 



•0X0 ethyl ]phenyl ] [1, 1' -biphenyl -4- carboxamide acetate ] 




lit 362] 



• Ha 



[Chemical Formula 3 62] 



4-e7xii;u:^;U7f:>^ (i,oi g)(7)xh^tKP:7 

^> (45 ml)it;'S(C.7K;tT-e^+if'J;U^7P^ 
^K(0.56 ml)^;^TL. DMF ^ 9 mUpLtz'^s M 
;g|c#SL.40 ^mm¥^Ltzo 

SI^Fa)xh7tKP:77> (50 ml)}tjS$. ##^) 
91 2.(4-T5y:7x-;U)>N.[2-(i;p«5^;U7 
5y)X5^;i/]7-thT5K (939 mg)(»Th^tKP 
:7^> (45 ml)?§J«lZ7KJ^TT-;TSTLfcp 

Ltzo 

S*^xh^tKP3?^>(3>gANL. 4N 

O\fj\,0L-'r)i^MMm^BL.mmit^^ (750 
mg)^^#fco 

llllii&:216-217degC. 

±fB(D N-[4-(2-{[2-(v^^;UT5/)Xf^;U]75 

y}-2-:i-+vx^yupx-;u][i,i'-e:7x-ju-4- 

*;U7t?+v75K ^Kig (100 mg)$fi&ftmW 
7Klc^A^L. xh7tKP:7^>.g^^x^;u 
(l:l)r*tttllLfco ^SIIi^t&fi]^^7KT*x5t;# 



4 -biphenyl carboxylic acid in tetrahydrofuran (45 ml ) 
solution of (1.01 g ), it dripped oxalyl chloride (0.56 ml ) with 
under ice cooling , 9 drops after adding DMF , temperature 
rise it did in the room temperature , 40 minute agitated. 

reaction mixture concentrated dry solid was done. 

2 tetrahydrofuran (50 ml ) solution of residue , is acquired 
with Reference Example 91 - (4 -amino phenyl )-N- it dripped 
to tetrahydrofuran (45 ml ) solution of [2 - (dimethylamino ) 
ethyl ] acetamide (939 mg } with the under ice cooling . 

Dripping rear chamber temperature rise it did warmly, 2 hours 
agitated. 

In reaction mixture it extracted with ethylacetate including 
sodium bicarbonate-saturated water . 

You washed organic layer with water, and saturated saline 
after drying,concentrated with sodium sulfate . 

It melted residue in tetrahydrofuran , it concentrated including 
4 Nhydrochloric acid -ethylacetate ,recrystallization did 
residue from methanol -diisopropyl ether , acquired title 
compound (750 mg ). 

melting point :2 16-2 17 deg C. 

Above-mentioned N- [4 - (2 - {[2 - (dimethylamino ) ethyl ] 
amino } - 2 -oxo ethyl ) phenyl ] [1, 1' -biphenyl -4- carboxy 
amide acetate it melted (100 mg ) in sodium 
bicarbonate-satxirated water , extracted with the 
tetrahydrofuran -ethylacetate (1: 1). You washed organic layer 
with saturated saline , after drying, concentrated with sodium 
sulfate . residue recrystallization was done from methanol 
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«S<b^!|«J<7)7'J-lgSt*: (56 mg)^mtzoM 
^:228-229degC.] 

[0325] 

mmm m 

^>i>)l 4-[[4-[2-[[2-(i;>^;L'75>')x^;U]T 
5y]-2-;i-^VX^;U]7-'J>']*;UJK-;L'-i-e'< 

Ut 363] 



-diisopropyl ether , free base body (56 mg ) of the title 
compound was acquired, melting point :228-229 deg C. ] 

[0325] 

Working Example 178 

benzyl 4- [[4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 
-oxo ethyl ] anilino ] carbonyl -1- piperidine carboxylate ] 

[Chemical Formula 3 63] 



T 
0 




i-[(^>v;u;i-^v):ti;u7K-JU]-4-e^Uv>* 

(290 mg)<Z)xh^tKn:7^> (10 ml) 
i§5«IC.2-(4-75y:7x^;U)-N-[2-(vy^;UT5 
y):L^)[,]T'\lhr^h' (221 mg).WSC (249 
mg). l-tKn+i/^>yhU7V^-;U (199 mg). 
h'JX^;UT5> (0.4 ml). 33cfci;i/P«^;U75y 

(244 mg)$*a:^ 20 v^mmwLtzo 

Il^b^Jfel(230 mg)^^#fco 



1 - [ (benzyloxy ) carbonyl ] - 4 -piperidine carboxylic acid in 
tetrahydrofuran (10 ml ) solution of (290 mg ), 20 hours 
itagitated 2 - (4 -amino phenyl ) -N- [2 - (dimethylamino ) 
ethyl ] acetamide (221 mg ), WSC (249 mg ), 1 
-hydroxybenzotriazole (199 mg ), the triethylamine (0.4 ml ), 
and including dimethylamino pyridine (244 mg ). 

You opened reaction mixture to water, extracted with 
ethylacetate , washed organic layer with water and sodium 
bicarbonate-saturated water , saturated saline . 

After drying, it concentrated with sodium sulfate , 
recrystallization did residue from methanol -diisopropyl 
ether , acquired title compound (230 mg ). 



111^:169-170 


°C. 


melting point: 169- 170 


* 


m 


mm 


^J179 




Truth 


Execution 


Example 1 79 



-Tt^y ]-3-t3-(2- i-y^ 

;u)-i,2,4-:j-+-9-i?77-;u-5-<;u]:^p^^>T 

5K 

[^b 364] 



-0X0 ethyl ]phenyl ]-3- [3 - (2 -naphthyl ) - 1, 2 and 4 
-oxadiazole -5-yl ] propane amide 

[Chemical Formula 3 64] 
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3-[3-(2--f7^;U)-l,2,4-;i-4^-y-v7!/-;U-5-'f 
;U]^P/<>^(268mg)(D DMF (5 ml)jt;"$IC, 
2-(4-T5>'7i-;U)-N-[2-(v^^jU75>')Xf- 
;U]T*h75K (221 mg), WSC (249 mg)» 1-tK 
a:^vK>7K'J7y-;U (199 mg), h'JX^^U 
75> (0.4 inl).fcJ:i;i//5^;U75ye'Jv> 
(244 mg)^tDK 5 Ii#ft1^if Lfco 

-^bjcyssssL. aia^b^ifei (i66 mg)^m 

tZo 

li^:173-174degC. 

[0326] 

HIS^J 180 

N-[4-[2-[(2-(i?>f^;i/75y)Xf-;i,]75>']-2-^ 

+vx^;i/]:7i-;u]-2-(4--hP7x=.^U)7-bK 

75K 



[<b 365] 



H 

OS 



3 - In DMF (5 ml ) solution of [3 - (2 -naphthyl ) - 1, 2 and 4 

-oxadiazole -5-yl ] propanoic acid (268 mg ), 5 hours it 
agitated 2 -(4 -amino phenyl ) -N- [2 - (dimethylamino ) 
ethyl ] acetamide (221 mg ), WSC (249 mg ). 1 
-hydroxybenzotriazole (199 mg ), triethylamine (0.4 ml ),and 
including dimethylamino pyridine (244 mg ). 

You opened reaction mixture to water, extracted with 
ethylacetate , washed organic layer with water and sodium 
bicarbonate-saturated water , saturated saline . 

After drying, it concentrated with sodium sulfate , 
recrystallization did residue from methanol , acquired title 
compound (166 mg ). 

melting point :173-174 deg C. 

[0326] 

Working Example 180 

N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 
ethyl ] phenyl ] - 2 - (4 -nitrophenyl ) acetamide 

[Chemical Formula 3 65] 



4--hP3?x-;Ui^^ (181 mg)<D DMF (5 ml)J§ 
?SlC,2-(4-75y7xii;U)-N-[2-(v>^;i/7$y) 
X^;U]7-th7^K (221 mg). WSC (7?U- 
tt:;0,23 ml). 1-t Kp + v^>y h'J77-;U 
(199 mg). fcJ:i;vy^;U75yeUv> (244 

-ji^^mi^^L.mmit^^ (80 mg)im 

tZo 



4 -nitrophenyl acetic acid in DMF (5 ml ) solution of (181 
mg ), 4 hours it agitated 2 - (4 -amino phenyl )-N- [2 - 
(dimethylamino ) ethyl ] acetamide (221 mg ), WSC (free 
compound ;0.23 ml ), 1 -hydroxybenzotriazole (199 mg ), and 
including the dimethylamino pyridine (244 mg ). 

You opened reaction mixture to water, extracted with 
ethylacetate , washed organic layer with water and sodium 
bicarbonate-saturated water , saturated saline . 

After drying, it concentrated with sodium sulfate , 
recrystallization did residue from methanol , acquired title 
compound (80 mg ). 



14^1:160-162 




melting point : 1 60- 1 62 


♦ 


H 


mm, 


^59181 






Truth 


Execution 


Example 1 81 



£>']-2-;f+VX5^;U]7xx;u]-3-[4.(4-^h4v 



[mino ] ]- 2 -oxo ethyl ]phenyl ]-3- [4 - (4 -methoxy 
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[^b366] 



H,C'V 




H 



phenoxy ) phenyl ] - 2 -propane amide 
[Chemical Fonnula 3 66] 



(E).3-[4-(4-;«h4r*>:7x>'4r'»:7x:^;i/]-2--^P 
(270 mg)© DMF (5 ml);"§5Slr, 2-(4-7 
5>'7x:i;i/)-N-[2-(i?>^;U75y)X^JU]7-bh 
75K (221 mg). WSC (7'J-i*;0.23 ml). 1-t 
Kp+*>'<>1/K'J7V^-;1' (199 mg). K'Jx^ 
;U75> (0.14 ml)fc«fei;vy5^;U75/lf'Jv> 
(122 mg)$ Jinx. 24 B#Fajt*f Lfco 

> (i:i)r'ttt±jL, ^«is$*, tafoas*. la 

ra$v'fv:^pe;ux-x;u-cj5fe;f L, SlUb 

(227 mg)$#fce 
ittjia:175-177degC(^*«). 
[0327] 

J*IT(7>||«6W 182 ^^L^L 198 \zUWiOit^^ 

mt&m 182 

4.[i-{i-^>'/y=7:y-2-^)i^)-iaA-t=^-*)-t>T'/ 

—Jl-S-^ ;U ]-N-[4-[2-[[2-( i? y^;i/75/)X^ 

;u]75>']-2-;l-4rVxf^;b]7x=.;u]:^^>75K 

[<b367] 



(E ) - 3 - [4 - (4 -methoxy phenoxy ) phenyl ] - 2 -propenoic 
acid in DMF (5 ml ) solution of (270 mg ), 24 hours itagitated 
2 - (4 -amino phenyl ) -N- [2 - (dimethylamino ) ethyl ] 
acetamide (221 mg ), WSC (free compound ;0.23 ml ), 1 
-hydroxybenzotriazole (199 mg ), the triethylamine (0.14 ml ) 
and including dimethylamino pyridine (122 mg ). 

You opened reaction mixture to water, extracted with 
ethylacetate -tetrahydroftiran (1:1), washed organic layer 
wiA water and sodium bicarbonate-saturated water , saturated 
saline . 

After drying, it concentrated with sodium sulfate , it washed 
coarse crystal which is acquired with diisopropyl ether , 
acquired title compound (227 mg ). 

melting point :175-177 deg C (Disassembly). 

[0327] 

Working Example 182 below or it produced compound which 
is stated in 198, insame way as Working Example 181. 

Working Example 182 

4 - [3 - (1 -benzofliran -2- yl ) - 1, 2 and 4 -oxadiazole -5-yl ] 
-N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 
ethyl ] phenyl ] butane amide 

[Chemical Formula 3 67] 



ilMi:161-163 
















melting point : 161- 163 


* 



cleaning solvent :diisopropyl ether . 
W1WT83 
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Working Example 1 83 



.^:^rVX5=';U]37x— ;i/]-3-y h+V-4-(2-+/'J— -oxo ethyl jphenyl ]-3- methoxy -4- (2 -quinolinyl methoxy ) 
;Up<h+v)^>X7SK benzamide 




[^b 368] [Chemical Formula 3 68] 



ilt^:209-210 














melting point :209-210 


* (Disassembly). 




cleaning solvent :diisopropyl ether . 
















Working Example 184 



-'f';U]-N-[4-[2-[[2-(i?>^;i/7'5>')Xf=-;i/]7'5 -yl ]-N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 
>']-2-:j-:^ VX^;U]7i— ;U]::'P/ <>75K -0X0 ethyl ] phenyl ] propane amide 

[ it 369] [Chemical Formula 3 69] 




a 



gt^: 123- 125 "C (^j-^S). 










melting point :123- 125 * (Disassembly). 










T 






Washing 


solvent 


: [jiisopuropirue ] 


[te] 


jpll 





[0328] [0328] 

1 85 Working Example 1 85 

N-[4-[2-[[2.(v^T;UT5/)X5';U]T5/]-2-:t' N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 

:^VX^;U]:7x-;U]-l-^>l/5^;f :7x>-2-*;U ethyl ] phenyl ] - 1 -benzothiophene -2- carboxamide 
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Ut 370] 



ethyl ] phenyl ] - 1 -benzothiophene -2- carboxamlde 
[Chemical Formula 3 70] 




s8 













melting point :186- 187 


* (Disassembly). 




cleaning solvent idiisopropyl ether . 


Il2i0!l186 










Working Example 186 



lit 371) 



jpl 1 amino ) ethyl ]ainino ]-2- oxo ethyl ]phenyl ]acetamide 
[Chemical Formula 3 71] 



HjiS: 115-117 


°C. 














melting point :11S- 117 




^f^mm : i?'!' v:^p tf ^ux-x;u. 


cleaning solvent :diisopropyl ether . 


















Working Example 187 



^^JU75y)X5^;U]75y]-2-;i-:^VX^;U]7i 
-;U]7-th75K 

[it 372] 



methylamino ) ethyl ]amino ]-2- oxo ethyl ]phenyl ]acetamide 
[Chemical Formula 3 72] 
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^ H 



14^:123-124 "C. 



melting point :123- 124 * . 



Re- 



Re-joining 



Crystal 
solvent 



:methano 



jpll 



V 



di 



[so] 



professional 



[ropiru ] 



[te] 



jpll 



[0329] 

mti&m 188 

N-[4-[2-[[2-(i?^f^;U75>')XT;U]75/]-2-^ 
JpVX^;U]:7x::i;i/]-2-(5->h+i/-2-p«^;U-lH- 
'f>K-;U-3-f';i/)7-bh75K 



[0329] 

Working Example 188 

N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 
ethyl ] phenyl ] - 2 - (5 -methoxy -2- methyl -IH-indole -3- 
yl ) acetamide 



"1 

[^b 373] 



[Chemical Fonnula 3 73] 



gt^: 125- 126 'C. 



melting point : 125- 126* 



recrystallization solvent :methano 



-;u-i/-i'v:^oe;ux-T;u. 



[ru ] -di isopropyl ether . 



Working Example 189 



-;t4VX^;U]7x=.;U]-4-(lH-'r'>K— ;U-3--f -oxo ethyl ]phenyl ]-4- (1 H-indole -3- yl ) butane amide 



at 374] 



[Chemical Formula 3 74] 
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K^: 132- 133 
















melting point :132- 133 






cleaning solvent :diisopropyl ether . 


















Working Example 190 




-6-carboxamide 
[Chemical Formula 3 75] 













melting point :173- 175 * (Disassembly). 












mm 






•T 






Washing 


solvent 


: [jiisopuropirue ] 




[te] 


jpll 




[0330] 




[0330] 

Working Example 191 







4-([i,i'- 7 X - ;u ]-4. -r ;u > h + 

v)-N-[4-[2.[[2-(v>5^;U75/)X^;U]75y]-2- 
lit 376] 



4 - ([1, r -biphenyl ] - 4 -yl methoxy ) -N- [4 - [2 - [[2 - 
(dimethylamino ) ethyl ] amino ] - 2 -oxo ethyl ] phenyl ] 
benzamide 

[Chemical Formula 3 76] 
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H 




11*^:204- 208 
















melting point :204- 208 


* 




cleaning solvent :diisopropyl ether . 


















Working Example 192 



Sy)X^ JU]75/]-2-:i-+VXf^;U]:7x— [mino ]) ethyl ]amino ]-2- oxo ethyl jphenyi ]benzamide 
[ <b 377] [Chemical Formula 3 77] 




It^: 220-221 
















melting point :220- 22 1 


* 




cleaning solvent :diisopropyl ether . 


















Working Example 193 



-^4rVXf^^U]7x-;i/]-4'->h4-i/[l,l'-t*:7x— -oxo ethyl Jphenyi ]-4'-methoxy [1, 1' -biphenyl ] - 4 
;U]-4-^^U7K+'9"5K -carboxamide 

lit 378] [Chemical Formula 3 78] 



Page 313 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



2002-1-9 




»jil:196-198 ^ i^m). 










melting point :196- 198 * (Disassembly). 


















T 






Washing 


solvent 


: [jiisopuropirue ] 




[te] 


jpii 




[0331] 

mi^M 194 




[0331] 

Working Example 194 







N-[4-[2-[[2-(vy5^;U75>')X^;U]75-/]-2-:i" N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 
apvx^;U]7x— jU].9,10,10-h'J:i-+V-9,10-v ethyl ] phenyl ] - 9, 10 and 10 -trioxo -9, 10-dihydro -10;la 
t KP-10 A ^-^:t'+"9'>f->-3-*;U7t?^"9"5K <sup>6</sup>-thioxanthene -3- carboxamide 




[it 379] [Chemical Formula 3 79] 



1811^:162-163 










melting point :162- 163 


* (Disassembly). 



cleaning solvent :diisopropyl ether . 















Working Example 195 



X^;i/]T5/]-2-:*'+ VX^;U]'7x— JU]^>X ethyl ]amino ]-2- oxo ethyl ]phenyl ]benzamide 



75K 

Ht 380] [Chemical Formula 3 80] 
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Sl^: 190- 192 












melting point: 190- 192 


* (Disassembly). 












cleaning solvent :diisopropyl ether . 


mMm^ 96 












Working Example 196 














jp8 jpl 1 Jamino ]-2- oxo ethyl ]phenyl ] 


benzamide 



K 

[fb 381 ] [Chemical Formula 3 81] 




0 



SJ^: 173- 175 "C (^J-jg). 










melting point : 173- 175 * (Disassembly). 
















Washing 


solvent 


: [jiisopuFopirue ] 


[te] 


jpll 





[0332] [0332] 

IIJSIM 197 Working Example 197 

N-[4-[2-[[2-(VP«^>/U75/)X5';U]75y]-2-:i- N- [4 - [2 - [[2 - (dimethylamino ) ethyl ] amino ] - 2 -oxo 

4^yx^;U]:7xx;U ]-5. > ^ ;U .3-(4- 1' U v - ethyl ] phenyl ] - 5 -methyl -3- (4 -pyridinyl ) - 1 H-pyrrole 

;U)-lH-tf P— ;U-2.*;U7t?4^-9-5K -2- carboxamide 

lit 382] [Chemical Formula 3 82] 
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H 




114^:215-218 










melting point :215- 218 


* (Disassembly). 



cleaning solvent idiisopropyl ether . 



Working Example 198 



5';U75y)X5^ jU]T5y]-2';f+VX^;U]^x— jp8 jpl 1 amino ) ethyl ]amino ]-2- oxo ethyl ]phenyl ]-4- 
;t/]-4.|f /<iJ'j;>^;U7lx^-y"5K piperidine carboxamide 

[^b 383] [Chemical Formula 3 83] 





H 

0 CH, 


1111^:182-183 "C (^J-ffi). 










melting point : 182- 183 * (Disassembly). 
















Washing 


solvent 


: [jiisopuropirue ] 


[te] 


jpii 





[0333] [0333] 

HJfilJIJ 1 99 Working Example 1 99 

4.(4.p( h+v:7xx;U)-N-[6-(l- P U vx;u^5^ 4 - (4 -methoxyphenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 

;U)-7,8-i^t KP-2--^-7^Ux;U].l-tf ><g V>^ and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxamide 

[it 384] [Chemical Formula 3 84] 
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##01] 54 Vmtz 6-(l-t°P'Jv-;M^;U)-7,8- 

'H-NMR (CDCI3) 6 : 1.61-1.91 (8H, m), 2.31 
(2H, t, J=8.1 Hz), 2.54 (4H,m), 2.73-2.81 (3H, 
m), 2.98 (2H, t, J=7.8 Hz), 3.16 (2H, s), 3.79 
(3H,s), 4.20 (2H, d, J=13.1 Hz), 6.31 (IH, s), 
6.36 (IH, s), 6.86 (2H. d, J=8.6 Hz), 7.06-7.20 
(5H.m). 

m^: 175-176 deg C (^S<bj§J«:KS|X5^^U- 

v'fv:^ntr;ux-x;u) 

my&m 200 

4'-yh+v-N-[6-(i-en'Jv-;u>^;u)-5-p'5^;u 

-7,8--:/tKP-2-:f7^U-;i'][l,l'-t:7x:L^U]-4- 
[<b385] 




title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 54 - (1 -pyrrolidinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine . 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.61 - 1.91 (8 
H, m ). 2.31 (2 H, t, J=8.1 Hz ), 2.54 (4 H, m ), 2.73 - 2.81 (3 
H, m ), 2.98(2 H, t, J=7.8 Hz ), 3.16 (2 H, s ), 3.79 (3 H, s ), 
4.20 (2 H, d, J=13.1 Hz ), 6.31 (1 H, s ), 6.36 (1 H, s ), 6.86 (2 
H, d, J=8.6 Hz ), 7.06 - 7.20(5 H, m ). 

melting point : 175-176 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 2 GO 

4' -methoxy -N- [6 - (1 -pyrrolidinyl methyl ) - 5 -methyl -7, 
8-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
•carboxamide 

[Chemical Formula 3 85] 



##<J|J 69 T-#f)^fc 5-y^;u-6- (1-tf nuv- 

;U;<^;i/)-7,8-i?tKP-2--^:7^U>75>$fflt^ 

'H-NMR (CDClj) 6 : US (4H, m), 2.10 (3H, s), 
2.37 (2H, t, J=8.1 Hz), 2.53 (4H, m), 2.76 (2H, t, 
J=8.1 Hz), 3.28 (2H, s), 3.87 (3H, s), 7.01 (2H, d, 
J=8.6 Hz), 7.27 (IH, d, J=7.8 Hz), 7.46 (IH, d, 
J=7.8 Hz), 7.48 (IH, s), 7.57 (2H, d, J=8.6 Hz). 
7.66 (2H, d, J=8.4 Hz), 7.81 (IH, s), 7.92 (2H, d, 
J=8.4 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 69 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.78 (4 H, 
m ), 2.10 (3 H, s ), 2.37 (2 H, t, J=8.1 Hz ), 2.53 (4 H, m ), 
2.76 (2 H, t, J=8.1 Hz ), 3.28 (2 H, s ),3.87 (3 H, s ), 7.01 (2 
H, d, J=8.6 Hz ), 7.27 (1 H, d, J=7.8 Hz ), 7.46 (1 H, d, J=7.8 
Hz ), 7.48 (1 H, s ), 7.57 (2 H, d, J=8.6 Hz ), 7.66 (2 H, d, 
J=8.4 Hz ), 7.81(1 H, s ), 7.92 (2 H, d, J=8.4 Hz ). 





C30H32N2O2 tLX 




elemental analysis values 


C30H32N2O2 doing 
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79.61; 


H, 7.13; 


N, 


6.19 


calculated value :C, 


79.61 ; 


H, 7.13; 


N, 


6. 19 




79.35; 


H, 7.28; 


N. 


6.24 


experimental value :C, 


79.35 ; 


H, 7.28; 


N, 


6. 24 



[0334] 

mmm 201 

;^)-5-p«^;^-7,8-vtKP-2-:^:7^I^-;^]-l-e 



[sopuropirueeteru ]) 
[0334] 

Working Example 2 01 

4 - (4 -methoxyphenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 5 
-methyl -7, 8-dihydro -2- naphthalenyl ] - 1 -piperidine 
carboxamide 




##15IJ 69 T*^l^>*ifc 5->5^;U-6- (1-eP'Ji?- 

;uy5^;u)- 7,8-i/th*p-2-■^:7^^>75:^^ffll^ 

'H-NMR (CDCI3) 6 : 1.67 (2H, dd, J=13.4, 4.0 
Hz), 1.78 (4H, m), 1.89 (2H, d, J=11.4 Hz), 2.07 
(3H, s), 2.34 (2H, t, J=7.5 Hz), 2.52 (4H,m), 
2.68-2.73 (3H, m), 2.98 (2H, t, J=7.5 Hz), 3.26 
(2H, s), 3.80 (3H, s), 4.20(2H, d, J=13.4 Hz), 
6.36 (IH, s), 6.86 (2H, d, J=8.4 Hz), 7.12-7.20 
(5H,m). 



title compound was acquired by doing operation of being 
similar to the Working Example 99 5 -methyl -6- where it 
acquires with Reference Example 69 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.67 (2 H, 
dd, J=13.4, 4.0 Hz ), 1.78 (4 H, m ), 1.89 (2 H, d, J=l 1.4 Hz ), 
2.07 (3 H, s ), 2.34 (2 H, t, J=7.5 Hz ), 2.52 (4 H, m ),2.68 - 
2.73 (3 H, m ), 2.98 (2 H, t, J=7.5 Hz ), 3.26 (2 H, s ), 3.80 (3 
H, s ), 4.20 (2 H, d, J=13.4 Hz ), 6.36 (1 H, s ), 6.86 (2 H, d, 
J=8.4 Hz ),7.12 - 7.20 (5 H, m ). 





C28H37N302 tLX 




elemental analysis values 


C28H37N302 doing 


ft»fi!:C, 


75.13; 


H, 8.33; 


N, 


9.39 


calculated value :C, 


75.13 ; 


H, 8.33; 


N, 


9. 39 




74.96; 


H, 8.14; 


N, 


9.10 
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experimental value :C, 


74.96 ; 


H, 8.14; 


N, 


9. 10 



ni&m 202 

4'-7;u:i-a-N-y5^;u-N-t6-(i-tfn'je/-;u>^ 

;U)-7,8-i/tKa-2-1-7$U-;U][l,l*-t*7i- 
lit 387] 




[sopuropirueeteru ]) 
Working Example 2 02 

4' -fluoro -N- methyl -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide acetate 

[Chemical Formula 3 87] 



##011 95 -elfiitl^c N-;<5^;i/-6-(l-t°Q'Jv- 
;U>^;i/)-7,8-i/tKP-2--f7^U>75> -ig 

'H-NMR (DMSO-dfi) 6 : 1.92-1.98 (4H, m), 
2.39 (2H, t, J=8.1 Hz), 2.73 (2H, t, J-8.1 Hz), 
3.00 (2H, m), 3.35 (3H, m), 3.44 (2H, m). 3.83 
(2H, d, J=5.6 Hz), 6.62 (IH, s), 6.92-7.01 (2H, 
m), 7.11 (IH, s), 7.26 (2H, dd, J=8.9, 5.6 Hz), 
7.38 (2H, d, J=8.1 Hz), 7.55 (2H, d, J=8.1 Hz), 
7.69 (2H,dd, J=8.9, 5.6 Hz), 10.60 (IH, brs). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 N- methyl -6- which is 
acquired with Reference Example 95 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine 
dihydrochioride . 

<sup>l</sup>H-nmr PMSO -d<sub>6</sub> );de: 1.92 - 
1.98 (4 H, m ), 2.39 (2 H, t, J=8.1 Hz ), 2.73 (2 H, t, J=8.1 
Hz ), 3.00 (2 H, m ), 3.35 (3 H, m ), 3.44(2 H, m ), 3.83 (2 H, 
d, J=5.6 Hz ), 6.62 (1 H, s ), 6.92 - 7.01 (2 H, m ), 7.1 1 (1 H, 
s ). 7.26 (2 H, dd, J=8.9, 5.6 Hz ), 7.38 (2 H, d, J=8.1 Hz ), 
7.55(2 H, d, J=8.1 Hz ). 7.69 (2 H, dd, J=8.9, 5.6 Hz ), 10.60 
(1 H, brs ). 



FABMS(pos) 


441.2 


[M+H]+ 


FABMS (pos ) 


441.2 


[M+H] + 


[0335] 


[0335] 




mmm 203 


Working Example 2 03 





N-[6-[( ^ ;u 7 5 / ) > ;u ]-5- 1 K □ ^ i/ 

-5,6,7,8-^h=7tKP-2-:>-^^iU^;U]-4-(4-7;U:i- 

P7x^l;^)-l-t°'<'Jv/>*;^7^^+■t^5K 



N- [6 - [ (dimethylamino ) methyl ] - 5 -hydroxy -5, 6, 7, 
8-tetrahydro -2- naphthalenyl ] - 4 - (4 -fluorophenyl ) - 1 
-piperidine carboxamide 



lit 388] 




[Chemical Formula 3 88] 
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97 V^l^iXtz 4-(4-7;U:*-p:7i- 
;U)-N-(5-t4^V-5,6,7,8-T-h7tKP-2-:>-:7^b 
-;U>l-tf'<'Jv>*;U7ti+-9-5K(1.00 g, 2.73 
mmol)a)-rh7tKa77>(10 m])tT-bK— h'J 

^- A^n'JK(638 mg, 6.82 inmol)^JP^» M 

f=. 

)^T-r?7KS^b/-t^O^:^h'J't'A(103 mg, 2.73 

mmoi)$*Dxr 1 mmmnuz^. mm^ms. 

'N + -y- > -e t» 5fc t -r -1) C i: I c J: y a SI ^ b ^ 1^ 

(231 mg) ^mtzo 

n^: 160-163 deg C (l@A1b^lft:mxf';U 
-n-'^^-y->) 



4 it acquires with Reference Example 97 - (4 -fluorophenyl ) 
-N- (5 -0X0 -5, 6, 7, 8-tetrahydro -2- naphthalenyl ) - 1 
-piperidine carboxamide tetrahydrofuran of([1.00 g, 2.73 
mmol ) (10 ml ) with in acetonitrile (10 ml ) mixed solution 1 
day after agitating, the solvent under vacuum was removed 
with room temperature including N, N- dimethyl methylene 
ammonium chloride (638 mg , 6.82 mmol ). 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate . 

oil which it acquires was melted in methanol (15 ml ), 1 hour 
afteragitating, solvent under vacuimi was removed with under 
ice cooling including sodium borohydride (103 mg , 2.73 
mmol ). 

In residue after washing with ethylacetate including 1 normal 
hydrochloric acid , in the water layer it made basic including 
4 rule sodium hydroxide . 

It extracted this with ethylacetate , with saturated saline after 
washing, driedwith anhydrous sodium sulfate , under vacuum 
removed solvent . 

residue which it acquires was refined with column 
chromatography (developing solvent ;ethylacetate ) of the 
alumina B, title compound (231 mg ) was acquired by making 
powder widi hexane . 

melting point : 160-163 deg C (crystallization 
solvent :ethylacetate -n- hexane ) 



FAB(pos) 426.3 


[M-HH]+ 


FAB (pos ) 426. 3 


[M-i-H] + 


IIJi^J204 




Working Example 2 04 



[futareniru ] ] [1, T -biphenyl ] - 4 -carboxamide 
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103 T'f#b^fcN-[6-[2-(l-ea'Ji/-;U) 
xT;u]-7,8-vtKP-2-:>-:7^^-;u]7-bh7SK 

(98.0 mg, 0.345 mmol) izB^W. (2 ml) ^ttJ 

X. 100 deg cvu ^Kistnuz^. mmm 



f#f)*Vfcj4!K^ (79.0 mg, 0.326 mmol), [1,1'- 

^^7I-;^]-4-*;^7^^>K (64.6 mg, 0.326 

mmol) t DMAP (39.8 mg, 0.326 mmol) (7)v->' 
f-;U7t>;UA75KJ§j« (1.5ml) ICJKJ^TT- 
WSC (62.5 mg, 0.326 mmol) ^UUXsM&V 1 



KxT;ui:-l'V7'pe;ux-x;U(l:5)lcJ:yt» 

*<i:LT. amt^fe (36.8 mg) ^^#y■-o 

'H NMR (DMSO-dfi) (5 : 1.67 (4H, m), 2.23 
(2H, m), 2.34 (2H, m), 2.46 (4H,m), 2.57 (2H, 
m), 2.75 (2H, m), 6.24 (IH, s), 6.98 (IH, d, J = 
8.1 Hz),7.40-7.59 (5H, m), 7.76 (2H, d, J = 7.5 
Hz), 7.82 (2H, d. J=8.4 Hz), 8.05 (2H, d, J = 8.4 
Hz), 10.19 (lH,s). 

iU^: 184-186 deg C (ISS<bi§ji:KKxf^;U- 

-fv::^ptf;ux-x;i') 

FAB(pos) 423.2 [M+H]+ 
[0336] 

m^m 205 

4'- 7 ;U P -N-[6-[2-(l- tf P 'J V - ;U ) X ^ 
;U]-7,8--:/tKP-2--f7^b-;U][l,l'-e7i- 

;u]-4-*;i/7t?4-9-5K 



[^b 390] 




2002-1-9 

After 16 hours agitating with 100 deg C including 
concentrated hydrochloric acid (2 ml ), the solvent under 
vacuum was removed in N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 
7 and 8 -dihydro -2- naphthalenyl ] acetamide (98.0 mg , 
0.345 mmol ) which isacquired with Reference Exan^)le 103 . 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate . 

oil which it acquires (79.0 mg , 0.326 mmol ), [1, 1' 
-biphenyl ] - 4 -carboxylic acid (64.6 mg , 0.326 mmol ) with 
to dimethyl formamide solution (1.5 ml )of DMAP (39.8 mg , 
0.326 mmol ) with under ice cooling 1 day it agitated with 
room temperature including WSC (62.5 mg , 0.326 mmol ). 

In reaction mixture you washed with aqueous potassium 
carbonate solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

Refining residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (36.8 mg ) with ethylacetate and 
isopropyl ether (1: 5) as powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.67 (4 
H, m ), 2.23 (2 H, m ), 2.34 (2 H, m ), 2.46 (4 H, m ), 2.57 (2 
H, m ), 2.75 (2 H, m ),6.24 (1 H, s ), 6.98 (1 H, d, J = 8.1 
Hz ), 7.40 - 7.59 (5 H, m ), 7.76 (2 H, d, J = 7.5 Hz ), 7.82 (2 
H, d, J=8.4 Hz ), 8.05 (2 H, d. J = 8.4 Hz ), 10.19 (1 H, s ). 

mehing point : 184-186 deg C (crystallization 
solvent :ethylacetate -isopropyl ether ) 

FAB (pos ) 423.2 [M+H ] + 

[0336] 

Working Example 2 05 

4' -fluoro -N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 7 and 8 
-dihydro -2- naphthalenyl ][!,!' -biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 90] 
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103 r^#b*^fcN-[6-[2-(l-e□'Jv-;^) 

K (98.0 mg, 0.345 mmol) (2 ml) $ 

IBtL. 100 deg C X* 16 B#F^ai$Lfc^. 

JKI^D (79.0 mg, 0.326 mmol)s 4'-.7;U 
;l"P[l,l'-e77x-;U]-4-*;U7t?>^ (64.6 mg, 
0.326 mmol) t DMAP (39.8 mg, 0.326mmol) 
(75i;->t5^;U7t-x;uA75K;§?« (1.5 ml) ic^kJlrT 
V WSC (62.5 mg, 0.326mmol) ^ JPX. 1 

Kx5^;i/t-<V^Pe;i/X-x;U(l:5)lCc):yt» 
5|^tLT. aSi^b^l^S (75.1 mg) ^^ffco 

NMR (DMSO-d^) d : 1.68 (4H, m), 2.23 
(2H, m), 2.35 (2H, m), 2.50 (4H,m), 2.59 (2H, 
m), 2.75 (2H, m). 6.24 (IH, s), 6.98 (IH, d, J = 
8.1 Hz),7.34 (2H, m), 7.56 (2H, m), 7.81 (4H, m), 
8.04 (2H, d, J = 8.4 Hz), 10.19 (IH, s). 

187-189 deg C (JgB^a1bJ§j«:i^Mx^;i.- 

-fv:>^pe;ux— x;u) 



After 16 hours agitating with 100 deg C including 
concentrated hydrochloric acid (2 ml ), the solvent under 
vacuum was removed in N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 
7 and 8 -dihydro -2- naphthalenyl ] acetamide (98.0 mg , 
0.345 mmol ) which isacquired with Reference Example 103 . 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate . 

oil which it acquires (79.0 mg , 0,326 mmol ), 4' -fluoro [1,1' 
-biphenyl ] - 4 -carboxylic acid (64.6 mg , 0.326 mmol ) with 
to dimethylformamide solution (1.5 ml ) of DMAP (39.8 mg , 
0.326nmiol ) with under ice cooling 1 day it agitated with 
room temperature including WSC (62.5 mg , 0.326nMnol ). 

In reaction mixture you washed with aqueous potassium 
carbonate solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
witii anhydrous sodiiun sulfate . 

Refining residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (75.1 mg ) with ethylacetate and 
isopropyl ether (1 : 5) as powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1.68 (4 
H, m ), 2.23 (2 H, m ), 2.35 (2 H, m ), 2.50 (4 H, m ), 2.59 (2 
H, m ), 2.75 (2 H, m ),6.24 (1 H, s ), 6.98 (1 H, d, J - 8.1 
Hz ), 7.34 (2 H, m ), 7.56 (2 H, m ), 7.81 (4 H, m ), 8.04 (2 H, 
d, J=8.4 Hz), 10.19(1 H,s). 

melting point : 187-189 deg C (crystallization 
solvent lethylacetate -isopropyl ether ) 



FAB (pos 




441. 3 


[M + H] 


+ 


POSFAB 


441.3 


[M+H] 


+ 


Illi^j206 






















Working Example 2 06 



i?tKP-2--^-7^u-;u][i,i'-if7i-;u]-4-;*;u 
lit 3911 



dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxamide 



[Chemical Formula 3 91] 
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103 T'#b*lfcN-[6-[2-(l-tfP'Jv-;U) 
X5^;U]-7,8-vtKa -2-i-y^iy-)i]T-\i\-7^ 
K (98.0 mg, 0.345 mmol) IzMi^M. (2 ml) ^ 
JD^. 100 deg C -C 16 B#raiilf LfcS^s jSlfllS 



ftbtvfcjft i^ifel (79.0 mg, 0.326 mmol), A'-'^a 
□ [l,r-t*7x:^;i/]-4-*;U7t?>M (64.6 mg, 
0.326 mmol) t DMAP (39.8 mg, 0.326 mmol) 

a>i?y^;u7^;i/A75KjSj« (i.s mi) ictK^^t 

T? WSC (62.5 mg, 0.326 mmol) $JDX> 



- (jgr^j§jii;i^Kx^;u) izd^ynilLr.i^ 
^x^;ut^v:^ot°;ux-T^;u(i:5)lcj:y|» 

*i:LT. aS^k^l^S (78.4 mg) ^ 

'H NMR (DMSO-d«) S : 1.67 (4H, m), 2.23 
(2H, m), 2.34 (2H, m), 2.45 (4H,m), 2.57 (2H, 
m), 2.75 (2H, m), 6.24 (IH, s), 6.98 (IH, d, J = 
8.1 Hz),7.55 (4H, m), 7.80 (2H, d, J=8.4 Hz), 
7.84 (2H, d, J=8.4 Hz), 8.05 (2H,d, J = 8.7 Hz), 
10.20 (IH, s). 

m^: 207-209 deg C (S^^bjSj«:i^Kx^;U- 

'rv^atf;ux-f-;u) 

FAB (pes) 457.2 [M+H]+ 
[0337] 

mmm 207 

4'-->7>'-N-[6-[(v>5^;i/T5>').><^;i/]-5,6,7,8- 

X h 7 1 K p -2--^:7 ^ L/-;u][i , r-e:7x:i jU]-4- 

lit 392] 



2002-1-9 



After 16 hours agitating with 100 deg C including 
concentrated hydrochloric acid (2 ml ), the solvent under 
vacuum was removed in N- [6 - [2 - (1 -pyrrolidinyl ) ethyl ] - 
7 and 8 -dihydro -2- naphthalenyl ] acetamide (98.0 mg , 
0.345 mmol ) which isacquired with Reference Example 103 . . 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 
sodium sulfate . 

oil which it acquires (79.0 mg , 0.326 mmol ), 4* -chloro [1, 1' 
-biphenyl ] - 4 -carboxylic acid (64.6 mg , 0.326 mmol ) with 
to dimethylformamide solution (1.5 ml ) of DMAP (39.8 mg , 
0.326 mmol ) with under ice cooling 1 day it agitated with 
room temperature including WSC (62.5 mg , 0.326 mmol ). 

In reaction mixture you washed with aqueous potassium 
carbonate solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

Refining residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (78.4 mg ) with ethylacetate and 
isopropyl ether (1 : 5) as powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 1 .67 (4 
H, m ), 2.23 (2 H, m ), 2.34 (2 H, m ), 2,45 (4 H, m ), 2.57 (2 
H, m ), 2.75 (2 H, m ),6.24 (1 H, s ), 6.98 (1 H, d, J = 8.1 
Hz ). 7.55 (4 H, m ), 7.80 (2 H, d, J=8.4 Hz ), 7.84 (2 H, d, 
J=8.4 Hz ), 8.05 (2 H. d, J = 8.7 Hz ), 10.20 (1 H, s ). 

melting point : 207-209 deg C (crystallization 
solvent lethylacetate -isopropyl ether ) 

FAB (pos) 457.2 [M+H] + 

[0337] 

Working Example 2 07 

4* -cyano -N- [6 - [ (dimethylamino ) methyl ] - 5, 6, 7 and 8 
-tetrahydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 
-carboxamide 

[Chemical Formula 3 92] 
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N-[(6-75>'-i,2,3,4-xK^t:KP-2--:f:7^U— ;U) 

'H NMR (CDCI3) 6: 1.42 (IH, m), 1.95 (2H, 
m), 2.26 (6H, s), 2.24-2.46 (3H, m), 2.84-2.95 
(3H, m), 7.10 (IH, d, J=8.4 Hz), 7.30 (IH, m), 
7.46 (IH, s), 7.74 (7H, m), 7.98 (2H, d, J=8.4 
Hz). 

m^: 183-185 deg C (f^^itf^mm^^FJV- 

'rv::?pe;i/x-x;i/) 



title compound was acquired N- [ (6 -amino -1, 2, 3, 4- 
tetrahydro -2- naphthalenyl ) methyl ] -N, N- dimethyl amine 
and 4' -cyano [1,1* -biphenyl ] -making use of 4 -carboxylic 
acid , by doing operation of being similar to the Working 
Example 1) . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.42 (1 H, 
m), 1.95 (2 H, m), 2.26 (6 H, s ), 2.24 - 2.46 (3 H, m ), 2.84 - 
2.95(3 H, m ), 7.10 (1 H, d, J=8.4 Hz ), 7.30 (1 H, m ), 7.46 (1 
H, s ), 7.74 (7 H, m ), 7.98 (2 H, d, J=8.4 Hz ). 

melting point : 183-185 deg C (crystallization 
solvent :ethylacetate -isopropyl ether ) 



FAB (pos) 410.2 


[MH-H]+ 


FAB (pos) 410. 2 


[M+H ] + 






Working Example 2 08 



7$rb-;u][i,i'-e:7x:^;u].4.*;u;ti^-y-5K 



[futareniru ]][!,!' -biphenyl ] - 4 -carboxamide 




##^] 104 Vmhtlfz N-[6-[2-(VP^^;UT5y) 
x^;U].7,8-vtKP-2-:>-3'^U-;U]T-bh75K 
(57.5 mg, 0.223 mmol) (1.5 ml) ^AP 

X. 100 deg c r* 1 mmmnuz'^. mm^E. 



In N- [6 - [2 - (dimethylamino ) ethyl ] - 7 and 8 -dihydro -2- 
naphthalenyl ] acetamide (57.5 mg , 0.223 mmol ) which is 
acquired with Reference Example 104 1 hour after agitating, 
solvent under vacuum was removed with 100 deg C including 
concentrated hydrochloric acid (1.5 ml ). 

In residue you washed with aqueous potassium carbonate 
solution and saturated saline including the ethylacetate , after 
drying, under vacuum removed solvent with anhydrous 

— j: «.,t<u*« 
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sodium sulfate . 



^f>*lfca!K!^ (30 mg, 0.139 mmol), [1,1'-^ 
:7x^;U]-4-*JU7t?:^^ (30.2 mg, 0.139 mmol) 
irDMAP (16.9 mg, 0.139 mmol) (J>V:f-^)Vit^ 
;i/A75K?§;"S (0.7 ml) (C7K,^T-e WSC 
(29.2 mg, 0.139 mmol) $JDA.» MST? 16 B#PbT 

Kx5^;ut-<v:^pe;ux-x^(i:5)icJ:yt» 

*tLT. aS^b^^S (12.4mg) ^%tzo 

'H NMR (CDClj) : 2.29 (8H, m). 2.41 (2H, 
m), 2.46 (2H, m), 2.84 (2H, t, J = 8.1 Hz), 6.24 
(IH, s), 6.98 (IH, d, J = 8.4 Hz), 7.34 (IH, m), 
7.41 (IH, d, J = 6.9 Hz), 7.46 (3H, m), 7.63 (2H, 
d, J = 7.2 Hz), 7.71 (2H,d, J = 8.4 Hz), 7.77 (IH, 
br), 7.94 (2H, d, J = 8.4 Hz). 

U^: 148-150 deg C (|gS<bj§!«:itKxf^^- 

'fv^ptf;ux— f;u) 

FAB (pos) 397.2 [M+H]+ 
[0338] 

N-[6-[2-(vyT;UTS-/) x^;U]-5,6,7,8-xh7 

t:KP-2--^:7^l^-yu][i,i'-f:7x^jU]-4-*;i/7H 

[^b 394] 



oil which it acquires (30 mg , 0.1 39 mmol ), [1, T -biphenyl ] 
- 4 -carboxylic acid (30.2 mg , 0.1 39 mmol ) with to 
dimethylformamide solution (0.7 ml )of DMAP (16.9 mg , 0.1 
39 mmol ) with under ice cooling 16 hours it agitated with 
room temperature including WSC (29.2 mg , 0.1 39 nrniol ). 

In reaction mixture you washed with aqueous potassium 
carbonate solution and saturated saline including the 
ethylacetate , after drying, under vacuum removed solvent 
with anhydrous sodium sulfate . 

Refining residue which it acquires with alumina column 
chromatography (developing solvent ;ethylacetate ), it 
acquired title compound (12.4 mg ) with ethylacetate and 
isopropyl ether (1 : 5) as powder . 

<sup>l</sup>H nmr (CDCl<sub>3<;/sub> );de: 2.29 (8 H, 
m ), 2.41 (2 H, m ), 2.46 (2 H, m ), 2.84 (2 H, t, J = 8.1 Hz ), 
6.24 (1 H, s ), 6.98 (1 H, d. J = 8.4 Hz ),7.34 (1 H, m ), 7.41 
(1 H, d, J = 6.9 Hz ), 7.46 (3 H, m ), 7.63 (2 H, d, J = 7.2 Hz ), 
7.71 (2 H, d, J = 8.4 Hz ), 7.77 (1 H, br ), 7.94 (2 H, d, J = 8.4 
Hz). 

melting point : 148-150 deg C (crystallization 
solvent lethylacetate -isopropyl ether ) 

FAB (pos) 397.2 [M+H] + 

[0338] 

Working Example 2 09 

N- [6 - [2 - (dimethylamino ) ethyl ] - 5, 6, 7 and 8 -tetrahydro 
-2- naphthalenyl ] [1, T -biphenyl ] - 4 -carboxamide 

[Chemical Formula 3 94] 



208 T'fibtl/c N-[6-[2-(v>5^;U75y) 

x^;u]-7,8-vtKP-2-:^:7^U-;^][l,r-t*:7x 

— ;U]-4-*;U7t?+-tl-5K (20 mg, 0.050 mmol)<t 
/^7V^A-^^ (10 mg) ro^^/-;U?§5«(5 



N- which is acquired with Working Example 2 08 [6 - [2 - 
(dimethylamino ) ethyl ] - 7 and 8 -dihydro -2- naphthalenyl ] 
[1, r -biphenyl ] - 4 -carboxamide (20 mg , 0.050 mmol ) 
with methanol solution (5 ml ) of palladium -carbon (10 mg ) 
4 hours was agitated under hydrogen atmosphere . 

After filtering catalyst , filtrate under vacuum was 
concentrated. 
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Xs WSiX^;Ut/s4r-9->{l:3)ICj:yt»5|5iL 
T.aS^b^ia (4.0 mg) 

'H NMR (CDCI3) 5: 1.60 (4H, m), 1.92 (IH, 
m), 2.26 (6H, s), 2.42 (3H, m), 2.84 (3H, m), 7.06 
(IH, d, J=8.1Hz), 7.32 (IH, m), 7.46 (4H, m), 
7.63(2H, d, J=6.9Hz), 7.72 (3H. m), 7.94 (2H, d, 
J=8.1Hz). 

112-114 deg C (^gii^biSJiiPSIX^;!/- 



Refining residue which it acquires with coliunn 
chromatography (developing solvent ;ethylacetate ) of 
alumina B,it acquired title compound (4.0 mg ) with 
ethylacetate and hexane (1 : 3 ) as powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .60 (4 H, 
m ), 1 .92 (1 H, m ), 2.26 (6 H, s ), 2.42 (3 H, m ), 2.84 (3 H, 
m ), 7.06 (1 H, d, J=8.1Hz ),7.32 (1 H, m ), 7.46 (4 H, m ), 
7.63 (2 H, d, J=6.9Hz ), 7.72 (3 H, m ), 7.94 (2 H, d, 
J=8.1Hz). 

melting point : 112-114 deg C (crystallization 
solvent :ethylacetate -isopropyl ether ) 



FAB(pos) 


399.2 


[M+H]+ 


FAB (pos ) 


399.2 


[M+H ] + 


mmmz 


10 




Working Example 2 


10 



-carboxy amide 




[Chemical Formula 3 95] 



105 T*^*b*^fc 6-T5y-2-(i;^T;U75 

'H-NMR (CDCI3) 6 : 2.33 (6H, s), 2.44-2,65 
(2H, m), 3.15-3.21 (IH, m), 3.41-3.46 (IH, m), 
3.87 (IH, brs), 4.24-4.26 (IH, m), 6.61 (IH, dd, 
J=2.5, 8.6 Hz), 6.81 (IH, d, J=8.6 Hz), 7.28 (IH, 
d. J=2.5 Hz), 7.43 (2H, d,J=6.5 Hz), 7.54 (2H, d, 
J=6.5 Hz), 7.64 (2H, d, J=8,4 Hz), 7.71 (IH, 
s),7.90 (2H, d,J=8.4Hz). 

Bi^:227-230 deg C (iKa^bj^M^-I^-fV^fPe 
[0339] 



It acquired title compound with method which is similar to 
Working Example 1 6-amino -2- where it acquires with 
Reference Example 105 making use of (dimethylamino ) 
methyl -1,4- benzooxazine , as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.33 (6 H, 
s), 2.44 -2.65 (2 H, m), 3.15 - 3.21 (1 H,m), 3.41-3.46 (1 
H, m ),3.87 (1 H, brs ), 4.24 - 4.26 (1 H, m ), 6.61 (1 H, dd, 
J=2.5, 8.6 Hz ), 6.81 (1 H, d, J=8.6 Hz ), 7.28 (1 H, d, J-2.5 
Hz ), 7.43 (2 H, d, J=6.5 Hz ), 7.54 (2 H, d, J=6.5 Hz ),7.64 (2 
H, d, J=8.4 Hz ), 7.71 (1 H, s ), 7.90 (2 H, d, J=8.4 Hz ). 

melting point :227-230 deg C (crystallization 
solvent :diisopropyl ether ) 

[0339] 

Working Example 2 1 1 
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4'-/h^v-N-[6-[(4->^;u-i-e'<^':/-;u)>^ 
;u]-7,8-vtKn-2--^7^U— ;i/][i,i*-f7i- 
;u]-4-*;u7t-c+v75K 

lit 396] 




4' -methoxy -N- [6 - [ (4 -methyl -1- piperazinyl ) methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ][],!' -biphenyl ] - 4 
-carboxy amide 

[Chemical Formula 3 96] 



##011 106 Vrnz 6-[(4-/=f-)l-l-\f^^i>-)l) 

x.mmm i tmmommnoztizM.m 

'H NMR (CDClj) 6 : 2.31 (3H, s). 2.33 (2H, t, 
J=8.1 Hz), 2.49 (8H, bs).2.84 (2H. t, J=8.1 Hz), 
3.07 (2H, s), 3.87 (3H, s), 6.36 (IH, s), 7.00-7.03 
(3H, m), 7.36 (IH, d, J=8.1 Hz), 7.51 (IH, s), 
7.58 (2H, d. J=8.4 Hz), 7.67 (2H, d, J=8.4 Hz), 
7.78 (IH, s), 7.91 (2H, d, J=8.4 Hz). 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 106 - [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired the title compound as 
colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.3 1 (3 H, s ), 
2.33 (2 H, t, J=8.1 Hz ). 2.49 (8 H, bs ), 2.84 (2 H, t, J=8.1 
Hz ), 3.07 (2 H, s ), 3.87 (3 H, s ),6.36 (1 H, s ), 7.00 - 7.03 (3 
H, m ), 7.36 (1 H, d, J=8.1 Hz ), 7.51 (1 H, s ), 7.58 (2 H, d, 
J=8.4 Hz ), 7.67 (2 H, d, J=8.4 Hz ), 7.78 (1 H, s ),7.91 (2 H, 
d,J=8.4 Hz). 



gi^: 208-210 "C 




melting point: 208-210* 


(crystallization solvent :ethylacetate ) 














Working Example 2 12 













Il;^)>^;^]-7,8-vtKp-2-:^:7^I^-;^]-3^ 
>75K 



[niru ]) methyl ]-7, 8-dihydro -2- naphthalenyl jnicotinamide 




[it 397] 



[Chemical Formula 3 97] 



#%«1J 106 -^mtz 6-[(4-y^^l/-l-tf ^^v-;i/) 
^^;U].7,8-vtKP-2.-^'7$»U>75>^fflL> 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 106 - [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired the title compound as 
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'H NMR (CDCI3) S : 2.30 (3H, s), 2.33 (2H, t, 
J=8.1 Hz), 2.47 (8H, bs), 2.84 (2H, t, J=8.1 Hz), 
3.07 (2H, s), 3.89 (3H, s), 6.36 (IH, s), 7.01-7.04 
(3H, m), 7.37 (IH, d, J=8.1 Hz), 7.49 (IH, s), 
7.78-7.81 (2H, m), 8.03 (2H, d, J=8.4 Hz), 8.21 
(IH, dd, J=2.1 Hz, 8.7 Hz), 9.09 (IH, s). 

m^: 235-237 deg C (fSfB<bJ§!«:WS|X^JU) 
[0340] 

mmm 213 

>-7--l';U][l,l'-t*7i-;U]-4-*JU7t?+i/75K 
C^b 398] 




colorless powder . 

<sup>l</sup>H nmr (CDCl<sul»3</sub> );de: 2.30 (3 H, s ), 
2.33 (2 H, t, J=8.1 Hz ), 2.47 (8 H, bs ), 2.84 (2 H, t, J=8.1 
Hz ), 3.07 (2 H, s ), 3.89 (3 H, s ),6.36 (1 H. s ), 7.01 - 7.04 (3 
H, m ), 7.37 (1 H, d, J=8.1 Hz ), 7.49 (1 H. s ). 7.78 - 7.81 (2 
H, m ), 8.03 (2 H, d, J=8.4 Hz ),8.21 (1 H, dd, J=2.1 Hz , 8.7 
Hz ), 9.09 (1 H, s ). 

melting point : 235-237 deg C (crystallization 
solvent :ethylacetate ) 

[0340] 

Working Example 2 13 

N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 H-chromene 
-7-yl ] [1, r -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 3 98] 



107 vmtz 4.^t^;U-3-(l-tf p'Jv-;u^ 
^;u)-2H-^p»-7-T5>$fflL^r. m^W 1 1 

'H NMR (CDCI3) 5 : 1.77 (4H, s), 2.05 (3H, s), 
2.51 (4H, s), 3.25 (2H, s), 4.74 (2H, s), 7.14-7.50 
(6H, m), 7.63 (2H, d, J=7.2 Hz), 7.71 (2H, 
drF=8.4 Hz), 7.79 (IH, s), 7.94 (2H, d, J=8.4 Hz). 

mi^: 176-178 deg C (lSa^<b^j«:l^ilX^;U- 

i?'rv:^ptf;ux-x;u) 

214 

4'-./h^*>-N-[4-y^;U-3-(l-tfP'Jv-;U-^^ 

;u)-2H-^p»-7-'f;u][i,i'-if:7x=.ju]-4-*;i/ 

[<b399] 




By doing operation of being similar to Working Example 1 4 
-methyl -3- where itacquires with Reference Example 107 (1 
-pyrrolidinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.77 (4 H, s ), 
2.05 (3 H, s ), 2.51 (4 H, s ), 3.25 (2 H, s ), 4.74 (2 H, s ), 7.14 
- 7.50(6 H, m ), 7.63 (2 H, d, J=7.2 Hz ), 7.71 (2 H, d, J=8.4 
Hz ), 7.79 (1 H, s ), 7.94 (2 H, d, J=8.4 Hz ). 

melting point : 176-178 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 2 14 

4' -methoxy -N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 
H-chromene -7-yl ] [1, 1' -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 3 99] 



HjCv 
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^;U)-2H-'j7n»-7-T5>$fflL^T. HJS^ 1 t 

'H NMR (CDClj) (S : 1.77 (4H, s), 2.05 (3H, s), 
2.51 (4H, s), 3.25 (2H, s), 3.87 (3H, s), 4.74 (2H, 
s), 7.01 (2H, d, J=8.7 Hz), 7.14-7.31 (3H, m), 
7.57 (2H, d, J=8.7 Hz), 7.66 (2H, d, J=8.4 Hz), 
7.89 (IH, s), 7.91 (2H, d, J=8.4 Hz). 

m^: 195-197 deg C (^gS<b5§J«:KKX5^;U- 

i;^v^pe;ux-x;u) 

[0341] 

215 

N-[4-^'5=- JU-3-(l-bf P U S/:^;U>5^;U)-2H-'5'P / 
[<b400] 




By doing operation of being similar to Working Example 1 4 
-methyl -3- where itacquires with Reference Example 107 (1 
-pyrrolidinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.77 (4 H, s ), 
2.05 (3 H, s ), 2.51 (4 H, s ), 3.25 (2 H, s ), 3.87 (3 H, s ), 4.74 
(2 H, s ),7.01 (2 H, d, J=8.7 Hz ), 7.14 - 7.31 (3 H, m ), 7.57 
(2 H, d, J=8.7 Hz ), 7.66 (2 H. d, J=8.4 Hz ), 7.89 (1 H, s ), 
7.91 (2 H, d, J=8.4 Hz ). 

melting point : 195-197 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0341] 

Working Example 215 

N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 H-chromene 
-7-yl ] - 6 -phenyl nicotinamide 

[Chemical Formula 4 00] 



##<51J 107 T'flfc 4-;^5^;U-3-(l-tf P'Jv-;U;'« 
5^;U)-2H-'57Dp<>-7-75>^fflL^T. USS^i 1 t 

'H nmr (CDClj) 5 : 1.77 (4H, s), 2.05 (3H, s), 
2.51 (4H, s), 3.25 (2H, s), 4.74 (2H, s), 7.14-7.28 
(3H, m), 7.47-7.54 (3H, m), 7.81-7.87 (2H, m), 
8.06 (2H, d, J=8.4 Hz), 8.27 (IH, d, J=8.4 Hz). 
9.13 (lH,s). 



By doing operation of being similar to Working Example 1 4 
-methyl -3- where itacquires with Reference Example 107 (1 
-pyrrolidinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the titie compound as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.77 (4 H, s ), 

2.05 (3 H, s ), 2.51 (4 H, s ), 3.25 (2 H, s ), 4.74 (2 H, s ), 7.14 
- 7.28(3 H, m ), 7.47 - 7.54 (3 H, m ), 7.81 - 7.87 (2 H, m ), 

8.06 (2 H, d, J=8.4 Hz ), 8.27 (1 H, d, J=8.4 Hz ), 9.13 (1 H, 
s). 



iil^: 192-193 "C 




melting point : 192-193* 


(crystallization solvent :ethylacetate ) 


Illil6^5!l216 












Working Example 2 16 












;up«^;i/)-2H-'l7py>-7-'f;u] z:ii5=->75 




jpl 1 methyl ) -2H-chroniene -7-yl ] nicotinamide 



C^b 401] 



[Chemical Formula 4 01] 
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107 X-mtz 4-^^;U-3-(l-ea'Ji?^^U;< 

'H NMR (CDCI3) 5 : 1.77 (4H, s). 2.05 (3H, s), 
2.51 (4H, s), 3.25 (2H, s), 3.89 (3H, s), 4.74 (2H, 
s), 7.03 (2H, d, J=8.7 Hz), 7.14-7.26 (3H, m), 
7.75-7.81 (2H, m), 8.03 (2H, d, J=8.7 Hz), 8.21 
(IH, d,J=6.6Hz), 9.09 (IH.s). 



By doing operation of being similar to Working Example 1 4 
-methyl -3- where itacquires with Reference Example 107 (1 
-pyrrolidinyl methyl ) - making use of 2 H-chromene 
-7-aiTune , it acquired the title compound as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .77 (4 H, s ), 
2.05 (3 H, s ), 2.51 (4 H, s ), 3.25 (2 H, s ), 3.89 (3 H, s ). 4.74 
(2 H, s ),7.03 (2 H, d, J=8.7 Hz ), 7. 14 - 7.26 (3 H, m ), 7.75 - 
7.81 (2 H, m ), 8.03 (2 H, d, J=8.7 Hz ), 8.21 (1 H, d, J=6.6 
Hz), 9.09(1 H,s). 





201 


203 










) 


melting point : 


201 


203 


* 


crystallization solvent :acetic acid [e ] 


jp8 


jpll 


) 



[0342] 

mm,m 217 

N-[4-^5^;u-3-(i-tf p ' j e^-;u.?t5^;u)-2H--j7 P > 

>.7-.<;U]^:7x-;U-l-lf'<'Ji/>*;U7H^*>7 
5K 



Working Example 2 17 

N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 H-chromene 
-V-yl ] . 4 -phenyl -1- piperidine carboxy amide 




[Chemical Formula 4 02] 



107 x-mtz 4-y5^;U-3-(l-eP'Ji?-;U/ 
^;U)-2H-<7Py>-7-75>$ffll^r.llJfefi?iJ 99 

'H NMR (CDCI3) (5: 1.72-1.95 (8H, m). 2.03 
(3H, s), 2.54 (4H, s),2.63-2.76 (IH, m), 2.95-3.00 
(2H, m), 3.27 (2H, s), 4.19-4.23 (2H, m), 4.70 
(2H, s), 6.39 (IH, s), 6.83 (IH, s). 7.01-7.32 (7H, 
m). 

gt^: 125-127 deg C («ga<kjt!«:WKx5^^U 



By doing operation of being similar to Working Example 99 4 
-methyl -3- where itacquires with Reference Example 107 (1 
-pyrrolidinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.72 - 1.95 (8 
H, m ), 2.03 (3 H, s ), 2.54 (4 H, s ), 2.63 - 2.76 (1 H, m ), 
2.95 -3.00 (2 H, m ), 3.27 (2 H, s ), 4.19 - 4.23 (2 H, m), 4.70 
(2 H, s ), 6.39 (1 H, s ), 6.83 (1 H, s ), 7.01 -7.32 (7 H, m ). 

melting point : 125-127 deg C (crystallization 
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Ili&{$!l21g 

4-{4-y v7xz:;U)-N-[4-^<5^;U-3-(l -e □ 'J 

-;uy^;u)-2H-<7P»-7-<;u]-i-e^'ji/>* 

(<b403] 




solvent :ethylacetate *diisopropyl ether ) 
Working Example 2 18 

4 - (4 -methoxyphenyl ) -N- (4 -methyl -3- (1 -pyrrolidinyl 
methyl ) - 2 H-chromene -7-yl ] - 1 -piperidine carboxy amide 

[Chemical Formula 4 03] 



107 vmtz 4->5^;U-3-(l-t°a'Jv--/U^ 
5^;U)-2H-'i7ay>-7-TS>^fflt^T. HJfeiJlJ 99 

'H NMR (CDCI3) d: 1.63-1.91 (8H, m), 2.02 
(3H. s), 2.49 (4H, s),2.61-2.71 (IH, m), 2.93-3.01 
(2H, m), 3.23 (2H, s), 3.79 (3H, s), 4.16-4.21 
(2H, m), 4.69 (2H, s), 6.34 (IH, s), 6.82-6.91 
(3H, m), 6.99-7.02 (IH, m),7.10-7.15 (3H, m). 

mi^: 144-146 deg C (i^S<bjii«:B^i|Xf-;U 
-n-'N^-9->) 

[0343] 

lli&^219 

N-[4-.>'^;U-3-(4-^;U7^U-;U^^;U)-2H-<7P> 

>-7-'f;u][i,r-e7x:=.;u]-4-*;i/7t-:+i/75K 

[^b 404] 




By doing operation of being similar to Working Example 99 4 
-methyl -3- where itacquires with Reference Example 107 (1 
-pyiTolidinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.63-1 .91 (8 
H. m ), 2.02 (3 H, s ), 2.49 (4 H, s ), 2.61 - 2.71 (1 H, m ), 
2.93 -3.01 (2 H, m ), 3.23 (2 H, s ), 3.79 (3 H, s ), 4.16 - 4.21 
(2 H, m ), 4.69 (2 H, s ), 6.34 (1 H, s ), 6.82 -6.91 (3 H, m ), 
6.99 - 7.02 (1 H, m ), 7.10 - 7.15 (3 H, m ). 

melting point : 144-146 deg C (crystallization 
solvent :ethy]acetate -n- hexane ) 

[0343] 

Working Example 2 19 

N- [4 -methyl -3- (4 -morpholinyl methyl ) - 2 H-chromene 
-7-yl ] [1, r -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 04] 



108 T?|#fc4-yf-;u-3-(4-^;u7l^'j--'u> 

5^;^)-2H-'>□p«>-7-75>^fflL^T. HSI^J 1 t 

'H NMR (DMSO-dfi) d : 2.01 (3H, s), 2.37 (4H. 
s), 3.32 (2H, s), 3.57 (4H,s), 4.63 (2H, s), 7.23 
(IH, d, J=8.1 Hz), 7.38-7.54 (5H, m), 7.76 (2H,d, 
J=7.5 Hz), 7.84 (2H, d, J=8.I Hz), 8.04 (2H, d. 



By doing operation of being similar to Working Example 1 4 
-methyl -3- where itacquires with Reference Example 108 (4 
•morpholinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the title compoimd as colorless powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.01 (3 
H, s ), 2.37 (4 H, s ), 3.32 (2 H, s ), 3.57 (4 H, s ), 4.63 (2 H, 
s ), 7.23 (1 H, d, J=8.1 Hz ),7.38 - 7.54 (5 H, m ), 7.76 (2 H. 
d, J=7.5 Hz ), 7.84 (2 H, d, J=8.1 Hz ), 8.04 (2 H, d, J=8.1 
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J=8.1Hz), 10.27 (lH,s). 

162-164 deg C (fSS<b5SJ«:KI|X^;i/- 

mmm 220 

4'- p« h + V -N- [4- y T ; u -3 -(4- ^ ;u Tfx ' J ;i/ ;< ^ 
;u)-2H-'i?p»-7-'f;u][i,i'-tf7x-;i/]-4-*;i/ 

C<b405] 




##011 108 4--P<^jU-3-(4-^;U7tx'J-Jl/> 
5^;U)-2H-'{7a/>.7-T5>$ffll^r. HlfelSIJ 1 1 

'H NMR (DMSO-d«) 6 : 2.00 (3H, s), 2.37 (4H, 
s), 3.11 (2H, s), 3.57 {4H,s), 3.82 (3H, s), 4.63 
(2H, s),7.07 (2H, d, J=8.7 Hz), 7.23 (IH, d, J=8.1 
Hz), 7.38-7.40 (2H, m), 7.72 (2H, d, J=8.7 Hz), 
7.79 (2H, d, J=8.4 Hz), 8.01 (2H, d, J=8.4 Hz), 
10.23 (IH, s). 

198-200 deg C (ISS<bJtJ«:PKx^;U- 

i;^v:^pe;ux-T-;u) 

[0344] 

^mm 221 

N-[6-(4-^ ;U7tx'J jU)-7,8-i? t KP -2-:^ 7 

^JU-;U][l,r-lf:7xzi;i/H-*;U7|C4ri/75K 

[lb 406] 




Hz), 10.27(1 H.s). 

melting point : 162-164 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 2 20 

4' -methoxy -N- [4 -methyl -3- (4 -morpholinyl methyl ) - 2 
H-chromene -7-yl ] [1, 1' -biphenyl ] - 4 -carboxy amide 



[Chemical Formula 4 OS] 



By doing operation of being similar to Working Example 1 4 
-methyl -3- where itacquires with Reference Example 108 (4 
-morpholinyl methyl ) - making use of 2 H-chromene 
-7-amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H nmr (DMSO -d<sub>6</sub> );de: 2.00 (3 
H, s ), 2.37 (4 H, s ), 3.1 1 (2 H, s ), 3.57 (4 H, s ), 3.82 (3 H, 
s ), 4.63 (2 H, s ),7.07 (2 H, d, J=8.7 Hz ), 7.23 (1 H, d, J=8.1 
Hz ), 7.38 - 7.40 (2 H, m ), 7.72 (2 H, d, J=8.7 Hz ), 7.79 (2 
H, d, J=8.4 Hz ), 8.01 (2 H, d, J=8.4 Hz ), 10.23 (1 H, s ). 

melting point : 198-200 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0344] 

Working Example 2 21 

N- [6 - (4 -morpholinyl methyl ) - 7 and 8 -dihydro -2- 
naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 06] 



##^J 109 T?#f= 6-(4-^;i/'n'J-;i'^^ 
;^)-7,8--:/tKP-2-:^:7^b>75>^ffll^r>ll 

mm 1 tmmo^mff^'if'y^tiz^^). mmit-^ 



By doing operation of being similar to Working Example 1 6 
it acquu-eswith Reference Example 109 - (4 -morpholinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 
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'H-NMR {CDCI3) 8 : 2.34 (2H, t, J=8.4 Hz), 
2.45 (4H, m), 2.85 (2H, t, J=8.4 Hz), 3.06 (2H, s), 
3.73 (4H, t, J=4.7 Hz), 6.36 (IH, s), 7.02 (IH, d, 
J=8.1 Hz), 7.36-7.78 (lOH, m), 7.93 (2H, d, J=8.1 
Hz). 

14^:180-181 deg C (fSa^a^bJgjyiiKSxf^^U- 
V-fV^Ptf;i/X-x;i') 

USS^J 222 

6-(4->^;u:7x^;u)-N-[6-(4-^;u/^'j— ^iz/f' 
;u)-7,8-?;tKa-2--^7$u-;u]-af^>T5K 

[ft 407] 




<sup>l</sup>H-ninr (CDCl<sub>3</sub> );de: 2.34 (2 H, t, 
J=8.4 Hz ), 2.45 (4 H, m ), 2.85 (2 H, t, J=8.4 Hz ), 3.06 (2 H, 
s ), 3.73 (4 H, t, J=4.7 Hz ), 6.36 (1 H, s ),7.02 (1 H, d, J=8.1 
Hz ), 7.36 - 7.78 (10 H, m ), 7.93 (2 H, d, J=8.1 Hz ). 

melting point : 180-1 81 deg C (crystallization 
solvent rethylacetate -diisopropyl ether ) 

Working Example 2 22 

6 - (4 -methylphenyl ) -N- [6 - (4 -morpholinyl methyl ) - 7 
and 8 -dihydro -2- napbthalenyl ] nicotinamide 

[Chemical Formula 4 07] 



109 T^mtz 6-(4-^;u7txg-;uyf^ 
;^)-7,8-^/tK□-2-■^-:7^^>T5>^ffll^T,ll 
mm 1 tmm<r>mwt:'noztizj:i)^ ss^^ 

'H-NMR (CDCI3) <5 : 2.39 (2H, t, J=8.4 Hz), 
2.43 (7H, m), 2.85 (2H, t, J=8.4 Hz), 3.06 (2H, s). 

3.73 (4H. t, J=4.5 Hz), 6.36 (IH, s), 7.03 (IH, d, 
J=8.1 Hz), 7.30-7.38 (3H, m), 7.50 (IH, s), 7.76 
(IH, s), 7.84 (IH, d,J=8.1 Hz), 7.97 (2H, d, J=8.1 
Hz), 8.24 (IH, dd, J=8.4, 2.3 Hz), 9.12 (IH, s). 

i!!,'S:233-234 deg C (iSB^ftjtJ«:KiSx^yU- 

v'rv:^ptr;ux-x;u) 

[0345] 

mmm 223 

4.(4.>5^;U-7xz:;U)-N-[6-(4-=E^l'7h'J-;Up'^ 
[ft 408] 




By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 109 - (4 -morpholinyl 

methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.39 (2 H, t, 
J=8.4 Hz ), 2.43 (7 H, m ), 2.85 (2 H, t, J=8.4 Hz ), 3.06 (2 H, 
s ), 3.73 (4 H, t, J=4.5 Hz ), 6.36 (1 H, s ),7.03 (1 H, d, J=8.1 
Hz ), 7.30 - 7.38 (3 H, m ), 7.50 (1 H, s ), 7.76 (1 H, s ), 7.84 
(1 H, d, J=8.1 Hz ), 7.97 (2 H, d, J=8.1 Hz ), 8.24 (1 H, dd, 
J=8.4, 2.3 Hz ),9. 12(1 H, s). 

melting point :233-234 deg C (crystallization 
solvent rethylacetate -diisopropyl ether ) 

[0345] 

Working Example 2 23 

4 - (4 -methylphenyl ) -N- [6 - (4 -morpholinyl methyl ) - 7 
and 8 -dihydro -2- napbthalenyl ] - 1 -piperidine carboxy 
amide 

[Chemical Formula 4 08] 
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109 -Cmz 6-(4-^;U/-l^U-;U^^ 
;U)-7,8-vth*P-2-:>-3;^b>T5r/$fflL^T, ^ 

mm 99 mm(omm'iToztiz^^). ^mit 

'H-NMR (CDCI3) 6 : 1.65-1.75 (4H, m), 1.90 
(2H, m), 2.27-2.43 (7H, m), 2.72 (IH, m), 2.79 
(2H, t, J=7.5 Hz), 2.93-3.04 (4H, m), 3.72 (4H, 
m), 4.20 (2H, d, J=11.7 Hz), 6.31 (IH, s), 6.39 
(IH, s), 6.92 (IH, d, J=8.1 Hz), 7.05-7.26 (6H, 
m). 

811^:231-214 deg C («gB^B^bj§S«:i^S|X^;i.- 

i/'rv:^Pbf;ux-x;L') 

nmm 224 

4'-.>«5^;U-N-[6-(4-^;U7t^'J-;i/P'^-'U)-7,8-vt 

Ka-2-:^:7^I^-;^]tl,l'-t'7xIl;^]-4-*;^7t^4r 

i/T5K 
(It 409] 



By doing operation of being similar to Working Example 99 6 
it acquireswith Reference Example 109 - (4 -morpholinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.65 - 1.75 (4 
H, m ), 1.90 (2 H, m ), 2.27 - 2.43 (7 H, m ), 2.72 (1 H, m ), 
2.79(2 H, t, J=7.5 Hz ), 2.93 - 3.04 (4 H, m ), 3.72 (4 H, m ), 
4.20 (2 H, d, J=l 1.7 Hz ), 6.31 (1 H, s ), 6.39 (1 H, s ), 6.92 (1 
H, d, J=8.1 Hz ), 7.05- 7.26 (6 H, m ). 

melting point :231-214 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 2 24 

4' -methyl -N- [6 - (4 -morpholinyl methyl ) - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxy 
amide 

[Chemical Formula 4 09] 




##^J 109 X^mtz 6-(4-^;L/;hiJ-;uy^ 

;^)-7,8-vtK□-2-:^7^^>75>^ffll^T. H 

mm 1 tmmomf^moztizjii)^ mmit-^ 

'H-NMR (CDCI3) (5 : 2.33 (2H. t, J=8.1 Hz), 
2.42-2.44 (7H, m), 2.84 (2H,t, J=8.1 Hz), 3.06 
(2H, s), 3.72 (4H, t, J=4.2 Hz), 6.36 (IH, s), 7.01 
(IH, d, J=8.1 Hz), 7.25-7.29 (2H, m), 7.37 (IH, 
d, J=8.1 Hz), 7.51-7.54 (3H, m), 7.68 (2H, d, 
J=8.1 Hz), 7.85 (IH, s), 7.92 (2H, d, J=8.1 Hz). 

111^:196-197 deg C ($Sa<bJSaE:i^i|X^;U- 
[0346] 

mmm 225 

2'-p'5^;i/-N-[6-(i-tfa'jv^;i/y5^;i/)-7,8-i?tK 
□ -2--^-7$Ur:;i,][l,l'-lf7i-;U]-4-*;U7j5^ 

[<k4lOl 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 109 - (4 -morpholinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 2.33 (2 H, t, 
J=8.1 Hz ), 2.42 - 2.44 (7 H, m ), 2.84 (2 H, t, J=8.1 Hz ), 3.06 
(2 H, s ), 3.72 (4 H, t, J=4.2 Hz ), 6.36(1 H, s ), 7.01 (1 H, d, 
J=8.1 Hz ), 7.25 - 7.29 (2 H, m ), 7.37 (1 H, d, J=8.1 Hz ), 
7.51 - 7.54 (3 H, m ), 7.68 (2 H, d, J=8.1 Hz ), 7.85(1 H, s ), 
7.92(2H,d,J=8.1Hz). 

melting point : 196- 197 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0346] 

Working Example 2 25 

2' -methyl -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 10] 
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54 vmz 6-(i.ep'j v-;u>^;u).7,8. 

14^:177-178 deg C (iSB^B^b?§Jfi:i^Kx^;U- 
IIJS«9 226 

4'--7;U7l-p-N-^g^;u.N-[6-(i-ea»Ji/-;u^^ 
;u)-7,8-vtKP-2.-:h7?^b^;u][i,r-e:7xzi 

nb4ii] 




By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

melting point : 177- 178 deg C (crystallization 
solvent lethylacetate -diisopropyl ether ) 

Working Example 2 26 

4* -fluoro -N- methyl -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ][!,!' -biphenyl ] - 4 -carboxy 

amide acetate 

[Chemical Formula 4 11] 



^^m 113 x*mtz N->^;u-6-(i-ep'j v-;u/ 

5^;U)-7,8 vtKP-2-:^7?^L✓>75> "^^^ 
(315 mg, 1,0 mmol) ^ N,N-v-?«5';U7t^;UAT5 
K(25ml)ICj§ft¥L. 4-7^P^$ E#® (402 
mg,2.0 mmol) , WSC (383 mg,2.0mmol) . 
HOBt(270 mg, 2.0 mmol). DMA? (244mg, 2.0 
mmol)**a^. Max* 16 mSmnUzo 

:^*7A<7PTh<f7:7^- (Jgga5§«;B^KxT 

;U:n-^++|->=33:67) IcrmiSLfco 

i§l±Ji«^METT*;l$SL. v/h+vx^^-i^h 
^tKP77>(10:l 5.5 m\)lzmMU4'y)\^tO 
7x-;Hi3^(73 mg, 0.52 mmol).-rh^+X 
(h'j7x-;U7tNX:7-<>)/^^V't7Af§{*(15 mg, 
0.013 mmol).2N i^^:M-'JOA7K}§i«(0.433 
ml)^*nXs g^HH^T. 90 deg C V 5.5 ^Nl 



N- methyl -6- which is acquired with Reference Example 1 13 
(1 -pyrrolidinyl methyl ) - it melted 7 and 8 dihydro -2- 
naphthalene amine dihydrochloride (315 mg , 1 .0 mmol ) in 
N, N- dimethylformamide (25 ml ), 16 hours it agitated with 
room temperature 4 -bromo benzoic acid (402 mg , 2.0 
mmol ), WSC (383 mg , 2.0mmol ), HOBt (270 mg , 2.0 
mmol ), including DMAP (244 mg , 2.0 mmol ). 

It extracted in reaction mixture including ethylacetate and 
water. 

ethyl acetate layer was concentrated under vacuum , residue 
was refined with alumina column chromatography 
(developing solvent ;ethylacetate :n- hexane =33:67 ). 

It concentrated eluate under vacuum , melted in 
dimethoxyethane -tetrahydrofuran (10: 15.5 ml ),under 
nitrogen atmosphere , 5.5 hours heating and refluxing it did 
with 90 deg C 4 -fluorophenyl boric acid (73 mg , 0.52 
mmol ), tetrakis (triphenyl phosphine ) palladium complex 
(15 mg , 0.013 mmol ), including 2 N sodium carbonate 
aqueous solution (0.433 ml ). 

You opened reaction mixture in cold water , extracted with 
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'H-NMR (DMSO-ds) (5 : 1.92-1.98 (4H, m), 
2.39 (2H, t, J=8.1 Hz), 2.73 (2H, t, J=8.1 Hz), 
3.00 (2H, m), 3.35 (3H, m), 3.44 (2H, m), 3.83 
(2H, d, J=5.6 Hz), 6.62 (IH, s), 6.92-7.01 (2H, 
m), 7.11 (IH, s), 7.26 (2H, dd, J=8.9, 5.6 Hz), 
7.38 (2H, d, J=8.1 Hz), 7.55 (2H, d, J=8.1 Hz), 
7.69 (2H,dd, J=8.9, 5.6 Hz), 10.60 (IH, brs.). 

IBlja:201-203 deg C («gB^B<bj§!«:>^/-;U-V 

'fv^pe^ux— T-;u) 

FAB(pos) 441.2 [M+H]+ 
[0347] 

mnm 227 

(E)-3-(4-'i7PP:7xZi;U)-N-[6-[(vy5=-;UT5>') 
.^5^;U]-5,6,7,8-Th^tKP-2--^-7^fU-;i/]-2-':^ 



nb412] 

JJ ' 



ethylacetate . 

ethyl acetate layer was concentrated, residue was refined with 
alumina column chromatography (developing 
solvent ;ethylacetate ). 

In eluate it concentrated under vacuum including 4 
Nhydrogen chloride ethylacetate solution . 

recrystallization doing residue which it acquires with 
methanol -ethylacetate , itacquired title compound (108 mg ). 

<sup>l</sup>H-nmr (DMSO -d<sub>6</sub> );de: 1.92 - 
1.98 (4 H, m ), 2.39 (2 H, t, J=8,l Hz ), 2.73 (2 H, t, J=8.1 
Hz ), 3.00 (2 H, m ), 3.35 (3 H, m ), 3.44(2 H, m ), 3.83 (2 H, 
d, J-5.6 Hz ), 6.62 (1 H, s ), 6.92 - 7.01 (2 H, m ), 7.1 1 (1 H, 
s ), 7.26 (2 H, dd, J=8.9, 5.6 Hz ), 7.38 (2 H, d, J=8.1 Hz ), 
7.55(2 H, d, J=8.1 Hz ), 7.69 (2 H, dd, J=8.9, 5.6 Hz ), 10.60 
(1 H, brs. ). 

melting point :20 1-203 deg C (crystallization 
solvent :methanol -diisopropyl ether ) 

FAB (pos) 441.2 [M+H] + 

[0347] 

Working Example 2 27 

(E ) - 3 - (4 -chlorophenyl ) -N- [6 - [ (dimethylamino ) 
methyl ] - 5, 6, 7 and 8 -tetrahydro -2- naphthalenyl ] - 2 
-propene amide acetate 

[Chemical Formula 4 12] 



• HCI 



I4ij|:243.245 deg C (SH^B^b5§j«:>$'/-;i/-V 

mmm 228 

6.(4->5^;i/:7x-;U)-N-[5-y5^;U-6-{l-lfP'Ji/ 

-;u;^^;u)-7,8-e/tKP-2.:^:7^b^;u]-a^ 

nb4i3] 



By doing operation of being similar to Working Example 4, it 
acquired the title compound as colorless powder . 

melting point :243-245 deg C (crystallization 
solvent :methanol -diisopropyl ether ) 

Working Example 2 28 

6 - (4 -methylphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] nicotinamide 

[Chemical Formula 4 13] 
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69 X-ntz 5->^;U-6-(l-t°P 'J v-;i/>^ 
7,8-vtK□-2-:^7^^>T5>^fflt^X. H 

14^:175-176 deg C (Sa^^k5§(«:i^ifix^;i/. 



By doing operation of being similar to Working Example 1 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 
powder . 

melting point :175-176 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 





C29H30N3O tLX 




elemental analysis values 


C29H30N3O doing 




79.78; H, 6.93; 


N, 


9.63 


calculated value :C, 


79.78 ; H, 6.93; 


N, 


9. 63 




:C, 


79.66; H, 6.97; 


N, 


9.68 


experimental value 


:C, 


79.66 ; H, 6.97; 


N, 


9. 68 



[0348] 

4'-:7;u:tP-N-[5-p«^;u-6-(i-t:PUv-;u>^ 

;U).7,8-vtKP-2-:>-7^b^JU][l,r-lf:7xzi 
yi/]-4-:b;U7n+v75K 

C<b414] 



[0348] 

Working Example 2 29 

4' -fluoro -N- [5 -methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxy 
amide 

[Chemical Formula 4 14] 




69 X*mz 5-->«^;U.6-{l-tf P'ji^^;U-?«5^ 
;U)- 7,8-vtKP-2-:^:7^U>T5>$fflt^T. SI 

mm 1 <i:i^*icD^f^^ff5-<tiCcfey. mmit^ 

it^:199-201 deg C (igS<bJ§jy|:i^Kx^;U- 



By doing operation of being similar to Working Example 1 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 
powder . 

melting point : 199-201 deg C (crystallization 
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solvent lethylacetate -diisopropyl ether ) 



7C^^#rfit C29H30FN2O tLX 




elemental analysis values C29H30FN2O doing 




tm^:C, 79.06; H. 




N 


6.36 


calculated value :C, 79.06; H, 


6.63; 


N, 


6. 36 


mf^m-.C, 79.01; H, 


6.S1; 


N, 


6.45 


experimental value :C, 79.01; H, 


6.81 ; 


N, 


6. 45 


mmmz 


230 








Working Example 2 


230 









;u>5^;i')-7,8-vtKP-2--^-:7$iL/-;u]:^a^> 
[<b415] 



[Chemical Formula 4 15] 




mm 1 tmmomY^^noztizMs mmit^ 

14^:204-205 deg C (3SS<b»^:»Kx^JU- 



By doing operation of being similar to Working Example 1 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 
powder , 

melting point :204-205 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 





C28H28FN30 tLX 




elemental analysis values 


C28H28FN30 doing 




mm 


:C. 


76.17; H, 6.39; 


N. 


9.52 


Calculation 


Calculation value 


:C, 


76.17 ;H, 6.39; 


N. 


9. 52 



9.62 
[0349] 

231 



9. 62 
[0349] 

Working Example 2 31 
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4-(4-7;U:l-P7i-;U)-N-[5--?<5'JU-6-(l-tfaU 

i?-;u>f-jU)-7.8-vtKn-2--^:7^U-JU]-i-tf 

Mb 416] 



4 - (4 -fluorophenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
carboxy amide 

[Chemical Formula 4 16] 



)iy 7.8-vtKP-2.:^7^b>T5>$ ffll^r . H 

ms^:\12-m deg C (HaaUbJgSIEii^SiX^JU. 
IISS<5>J 232 

4'-yT;U.N.[6-(l-ePUi?-^UP*5^;U)-7,8-i;tK 

p-2-:^3'^b-;u][i,r.e7x::i;U]^*;U7t?:^ 

[^b417] 




By doing operation of being similar to Working Example 99 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 

powder . 

melting point : 172- 173 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

Working Example 2 32 

4* -methyl -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ][!,!* -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 417] 



##0IJ 54 Vmtz 6-(l-eP'J V-;i/>^;U)- 7,8- 

vtKP-2-:f:7^?b>75>^ ffli^T. mmm \ t 

illiS:176-177 deg C ($SB^<b5§J«:B^S|X5^;U- 

v-fv:^pe;ux-x;u) 

[0350] 

mmm 233 

N-[5-P^T;U.6-(l-eP'Jvx;u>^yU)-7,8-vtK 
P-2-:^:75rL/^;U]-6-:7x-;mzi5^>75K 

[<b418] 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl } - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

melting point : 176- 177 deg C (crystallization 
solvent lethylacetate -diisopropyl ether ) 

[0350] 

Working Example 2 33 

N- [5 -methyl -6- (1 -pyrrolidinyl methyl ) - 7 and 8 -dihydro 
-2- naphthalenyl ] - 6 -phenyl nicotinamide 

[Chemical Formula 4 18] 
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i!!jj|:178-179 deg C (^gB^^bj§<«:i*^X5^;U- 



By doing operation of being similar to Working Example 1 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 
powder . 

melting point :178-179 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 





C28H29N30 tLX 




elemental analysis values 


C28H29N30 doing 




ft®fit:C, 


79.40; H, 6.90; 


N, 


9.92 


calculated value :C, 


79.40 ; H, 6.90; 


N, 


9.92 




79.13; H, 6.82; 


N, 


10.03 


experimental value :C, 


79.13 ; H, 6.82; 


N, 


10.03 




23 


4 






Working Example 2 


23 


4 






7,8-'J/tKP-2-t-7^L/-;u][i,r-if7i-;u]-4- 


7 and 8 -dihydro -2- naphthalenyl ] 


[1, r -biphenyl ] - 4 



Mb 419] 



-carboxy amide 
[Chemical Formula 4 19] 




#%^?]69r*t#fc5.y^;U-6-(l-eP'Jv:::i;U^5^ 



By doing operation of being similar to Working Example 1 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 
powder . 
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'H-NMR (CDCIj) 6 : 1.78 (4H,m), 2.10(3H,s), 
2.37 (2H, t, J=8.1 Hz), 2.53(4H, m), 2.76 (2H, t, 
J=8.1 Hz), 3.28(2H,s), 3.87 (3H, s), 7.01 (IH, 
d,J=8.6 Hz), 7.27 (2H, d, J=7.8 Hz), 7.46 (IH, d, 
J=7.8 Hz), 7.48 (IH, s), 7.57 (2H, d, J=8.6 Hz), 
7.66 (2H, d, J=8.6 Hz), 7.81 (IH, s), 7.92 (2H, d, 
J=7.8 Hz). 

14^:179-180 deg C (iga<bj§}i:g^Sixf-;U- 

v?'fv^ae;ux-x;u) 



<sup>l</sup>H-ninr (CDCl<sub>3</sub> ):de: 1.78 (4 H, 
m ), 2.10 (3 H, s ), 2.37 (2 H, t, J=8.1 Hz ), 2.53 (4 H, m ), 
2.76 (2 H, t, J=8.1 Hz ), 3.28 (2 H, s ),3.87 (3 H, s ), 7.01 (1 
H, d, J=8.6 Hz ), 7.27 (2 H, d, J=7.8 Hz ), 7.46 (1 H, d, J=7.8 
Hz ), 7.48 (1 H, s ), 7.57 (2 H, d, J=8.6 Hz ), 7.66 (2 H. d, 
J=8.6 Hz ), 7.81(1 H, s ), 7.92 (2 H, d, J=7.8 Hz ). 

melting point : 179- 180 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 





C30H32N2O2 tLX 




elemental analysis values 


C30H32N2O2 doing 




79.61; H, 7.13; 


N. 


6.19 


calculated value :C, 


79.61 ; H, 7.13; 


N, 


6. 19 


mmm 


:C, 


79.35; H, 7.28; 


N, 


6.24 


experimental value 


:C. 


79.35 ; H. 7.28; 


N, 


6.24 



[0351] 

ni^m 235 

4.(4-y hs(r*>7xli^U)-N-[5-y^;U-6-(l-tf □ U i/ 

-;u^^;u)-7,8-vtKP-2--^-7^Hi;u]-i-if'< 

lit 420] 




[0351] 

Working Example 2 35 

4 - (4 -methoxyphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 

carboxy amide 

[Chemical Formula 4 20] 



##^5iJ 69 x-mz 5-p'^;u-6-(i-t'a'ji5-;i/y^ 

;U)- 7,8-i/tKP-2-:^75'U>T5>$fflL^T, H 

mm 99 mmcnmif^^noztiz^^j.Bmit 
^i^^m&m^tLxmz, 

'H-NMR (CDClj) 6 : 1.67 (2H, dd, J=13.4, 4.0 
Hz), 1.78 (4H, m), 1.89 (2H, d, J=11.4 Hz), 2.07 
(3H, s), 2.34 (2H, t, J=7.5 Hz), 2.52 (4H, m), 
2.68-2.73 (3H, m), 2.98 (2H, t, J=7.5 Hz), 3.26 
(2H, s), 3.80 (3H. s), 4.20(2H, d, J=13.4 Hz), 
6.36 (IH, s), 6.86 (2H, d, J=8.4 Hz). 7.12-7.20 
(5H, m). 



By doing operation of being similar to Working Example 99 5 
-methyl -6- where itacquires with Reference Example 69 (1 
-pyrrolidinyl methyl ) - making use of 7 and 8 -dihydro -2- 
naphthalene amine , it acquired title compound as colorless 
powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.67 (2 H, 
dd, J=l 3.4, 4.0 Hz ), 1 .78 (4 H, m ), 1 .89 (2 H, d, J=l 1 .4 Hz ), 
2.07 (3 H, s ). 2.34 (2 H, t, J=7.5 Hz ), 2.52 (4 H, m ),2.68 - 
2.73 (3 H, m ), 2.98 (2 H, t, J=7.5 Hz ), 3.26 (2 H, s ), 3.80 (3 
H, s ), 4.20 (2 H, d, J=13.4 Hz ), 6.36 (1 H, s ), 6.86 (2 H, d, 
J=8.4 Hz ),7.12 - 7.20 (5 H, m ). 
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11^:163-164 deg C (tSS<bjt«:KilX^;U- 



melting point :163-164 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 





C28H37N302 tLX 




elemental analysis values 


C28H37N302 doing 








:C, 


75.13; H, 8.33; 


N, 


9.39 


Calculation 


Calculation value 


:C, 


75.13 ;H, 8.33; 


N, 


9. 39 


9.10 




9. 10 









mmm 236 

;u)-7,8-vtKp-2--^-7^i/-;u].i.e'<'j*:/>* 



Working Example 2 36 

4 - (4 -methoxyphenyl ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 
and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxy 
amide 




[<b42l] 



[Chemical Formula 4 21] 



54 6-(l-tfQ'Ji/-;U>5^;i')- 7,8- 



'H-NMR (CDCI3) 5: 1.61-1.91 (8H, m), 2.31 
(2H, t, J=8.1 Hz), 2.54 (4H,m), 2.73-2.81 (3H, 
m), 2.98 (2H, t, J=7.8 Hz), 3.16 (2H, s), 3.79 (3H, 
s), 4.20 (2H, d, J=13.1 Hz), 6.31 (IH, s), 6.36 
(IH, s), 6.86 (2H, d, J=8.6 Hz), 7.06-7.20 (5H, 
m). 

Stjj|:175-176 deg C (i|gS<bj§«:|^ilX5^;U- 

[0352] 
HJfi^ 237 

4-( ;u + )-N-[6-( 1 - tf p u - ;u ^ 

;U)-7,8-i?th*P-2--:^-7^U-;U]^>X75K 
lit 422] 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.61 - 1.91 (8 
H, m ), 2.31 (2 H, t, J=8.1 Hz ), 2.54 (4 H, m ), 2.73 - 2.81 (3 
H, m ), 2.98(2 H, t, J=7.8 Hz ), 3.16 (2 H, s ), 3.79 (3 H, s ), 
4.20 (2 H, d, J=13.1 Hz ), 6.31 (1 H, s ), 6.36 (1 H, s ), 6.86 (2 
H, d, J=8.6 Hz ), 7.06 - 7.20(5 H, m ). 

melting point : 175-176 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0352] 

Working Example 2 37 

4 - (benzyloxy ) -N- [6 - (1 -pyrrolidinyl methyl ) - 7 and 8 
-dihydro -2- naphthalenyl ] benzamide 

[Chemical Formula 4 22] 
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54 -Qntz 6-(l-eP'ji^--'U^^;U)- 7,8- 
111^:174-175 deg C (^S<bj§J«:i^i|x^;U. 



By doing operation of being similar to Working Example 1 6 
it acquireswith Reference Example 54 - (1 -pyrrolidinyl 
methyl ) - making use of 7 and 8 -dihydro -2- naphthalene 
amine , it acquired the title compound as colorless powder . 

melting point : 174- 175 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 





C28H30N2O2 tLX 




elemental analysis values 


C28H30N2O2 doing 


It®fil:C. 


78.84; H, 7.09; 


N, 


6.87 


calculated value :C, 


78.84 ; H, 7.09; 


N, 


6.87 




:C. 


79.06; H, 6.99; 


N. 


6.41 


experimental value 


:C. 


79.06 ; H, 6.99; 


N, 


6. 41 



[0353] 

mmm 22s 

4.(4.>^;U37x-;U)-N-[5-y^;U-6-(l-hfP'Ji^ 

^;u>^^U)-7,8-vtKP-2-:^-7^U'-;H-i-tf'^ 

[<b423] 




[0353] 

Working Example 2 38 

4 - (4 -methylphenyl ) -N- [5 -methyl -6- (1 -pyrrolidinyl 
methyl ) - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
caiboxy amide 

[Chemical Formula 4 23] 



69 r♦^#btifc 5->^;U-6-(l-tfP'Ji?- 

;uy^;u)-7,8-i?tKP-2--^-7^^>75i/*fflt^ 



'H-NMR (CDCI3) 6 : 1.65-1.78 (6H, m), 1.90 
(2H, d, J=12.9 Hz), 2.07 (3H, s), 2.33-2.37 (5H, 
m), 2.53 (4H, m), 2.68-2.74 (3H. m), 2.99 (2H, 



title compound was acquired by doing operation of being 
similar to the Woricing Example 99 5 -methyl -6- where it 
acquires with Reference Example 69 (1 -pyrrolidinyl methyl ) 
- making use of 7and 8 -dihydro -2- naphthalene amine . 

<sup>l</sup>H-nmr(CDCl<sub>3</sub> );de: 1.65 - 1.78 (6 
H, m ), 1.90 (2 H, d, J=12.9 Hz ). 2.07 (3 H. s ), 2.33 - 2.37 (5 
H, m ), 2.53(4 H, m ), 2.68 - 2.74 (3 H. m ). 2.99 (2 H, m ), 
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in),3.27(2H.s), 4.21 (2H, d, J=13.2 Hz), 6.37 (IH, 
s), 7.09-7.21 (7H, m). 

14)^:159-160 deg C (liSSa<b5tjS:KiSx^;U- 



3.27 (2 H, s ), 4.21 (2 H, d, J=13.2 Hz ), 6.37 (1 H, s ), 7.09 ■ 
7.21(7 H,m). 

melting point : 159-160 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 



FAB(pos) 444.3 


[M+H]+ 


FAB (pos ) 444. 3 


[M+H ] + 






Working Example 2 39 



4-(4-7;u;j-a7i-;u)-N-[6-(i-tf'<'Ji?— ;u^« 

5^>ll/)-7,8-i;tKP-2--^75'U-;U]-l-lf'<'Ji?> 



8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxy amide 




[Chemical Formula 4 24] 



^^m 114 -Qmi^Mz 6-(i-e'<'ji;-;u.?'^ 

;u)-7,8-vt:Ko-2-:^37^u>T5> 2 



'H-NMR (CDCI3) <5: 1.43 (2H, m), 1.56-1.75 
(6H, m), 1.89 (2H, d, J=12.3Hz), 2.27-2.36 (6H, 
m), 2,70 (IH, m), 2.78 (2H, t, J=7.5 Hz), 
2.88-3.00(4H, m), 4.20 (2H, d, J=13.2 Hz), 6.29 
(IH. s), 6.38 (IH, s), 6.91-7.08(4H, m), 7.14-7.20 
(3H,m). 

I4j|S:194-195 deg C ($Sa<kj§«^:i^Sx^;i/- 
[0354] 

mmm 240 

4.(4.;<5i;U7x-;U)-N-[6-(l-tf'<'Jv-;U^^ 
;b)-7.8-i>tKP-2--^7^b-;u]-i-e'<'Ji^>* 

[^b425] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 1 14 - (1 -bipyridinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine 
dihydrochloride . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.43 (2 H, 
m), 1.56- 1.75 (6 H,m), 1.89 (2 H, d, J=12.3Hz ), 2.27- 
2.36 (6 H, m ), 2.70(1 H, m ), 2.78 (2 H, t, J=7.5 Hz ), 2.88 - 
3.00 (4 H, m ), 4.20 (2 H, d, J=13.2 Hz ), 6.29 (1 H, s ), 6.38 
(1 H, s ), 6.91 - 7.08(4 H, m ), 7.14 - 7.20 (3 H, m ). 

melting point : 194-195 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0354] 

Working Example 2 40 

4 - (4 -methylphenyl ) -N- [6 - (I -bipyridinyl methyl ) - 7 and 
8 -dihydro -2- naphthalenyl ] - 1 -piperidine carboxy amide 

[Chemical Formula 4 25] 



Page 344 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP2002003370A 



2002-1-9 




^^m 114 x-m^Mz e-ci-e^ojv-^i'P'^ 

;U)-7.8-vtKa-2--^:7^U>T5> 2 i^WO^^ 



'H-NMR (CDCb) d : 1.43 (2H, m), 1.56-1.74 
(6H, m), 1.90 (2H, d, J=12.0Hz), 2.27-2.36 (9H, 
m), 2.69 (IH, m), 2.79 (2H, t, J=8.1 Hz), 
2.94-3.01(4H, m), 4.19 (2H, d, J=13.2 Hz), 6.29 
(IH, s), 6.35 (IH, s), 6.93(2H, d, J=8.1 Hz), 
7.05-7.26 (5H, m). 

m^: 209-210 deg C (iiSSBli^b?gii:PKx^;U- 

i;^v:^nifjux-x;u) 
nmm 241 

4-(4-pt^;U7x-;U)-N-[6-[(4->TF-;U-l-tf'<^i/ 

-;u)^^;i/]-7,8-vtKn-2--^-7$b-;U]-l-tf 



C<b426] 




title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 1 14 • (1 -bipyridinyl methyl ) - making 
use of 7 and 8-dihydro -2- naphthalene amine 
dihydrochloride . 

<sup>l</sup>H-ninr (CDCl<sub>3</sub> );de: 1.43 (2 H, 
m ), 1 .56 - 1 .74 (6 H, m ), 1 .90 (2 H, d, J=12.0Hz ), 2.27 - 
2.36 (9 H, m ), 2.69(1 H, m ), 2.79 (2 H, t, J=8.1 Hz ), 2.94 - 
3.01 (4 H, m ), 4.19 (2 H, d, J=13.2 Hz), 6.29 (1 H, s ), 6.35 
(1 H, s ), 6.93 (2 H, d, J=8.1 Hz ), 7.05- 7.26 (5 H, m ). 

melting point : 209-210 deg C (crystallization 
solvent ;ethylacetate -diisopropyl ether ) 

Working Example 2 41 

4 - (4 -methylphenyl ) -N- [6 - [ (4 -methyl -1- piperazinyl ) 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 

carboxy amide 

[Chemical Formula 4 26] 



106 X''^h>htz 6-[(,4-^9)\^-\-\f^vi> 
^.;u)y^;u]-7,8-vtKa-2-:J-7^u>75>$ 

mi^x. mmm 99 tmmomn^'iioztiz^ 

'H NMR (CDCI3) d : 1.62-1.77 (2H, m), 1.90 
(2H, d, J=12.0 Hz), 2.28 (2H,t, J=8.1 Hz), 2.29 
(3H, s), 2.33 (3H, s), 2.46 (8H, bs), 2.64-2.73 
(lH,m), 2.79 (2H, t, J=8.1 Hz), 2.96 (2H, d, 
J=10.5 Hz), 3.05 (2H, s), 4.19(2H, d, J=13.5 Hz), 
6.31 (IH. s), 6.34 (IH, s), 6.93 (IH, d, J=8.4 
Hz),7.04-7.16 (5H, m), 7.23 (IH, s). 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 106 - [ (4 -methyl -1- piperazinyl ) 
methyl ] - making use of 7 and 8-dihydro -2- naphthalene 
amine . 

<sup>l</sup>H nmr (CDCI<sub>3</sub> );de: 1.62 - 1.77 (2 
H, m ), 1 .90 (2 H, d, J=12.0 Hz ), 2.28 (2 H, t, J=8.1 Hz ), 
2.29 (3 H, s ), 2.33 (3 H, s ), 2.46(8 H, bs ), 2.64 - 2.73 (1 H, 
m ), 2.79 (2 H, t, J=8.1 Hz ), 2.96 (2 H, d, J=10.5 Hz ), 3.05 (2 
H, s ), 4.19 (2 H, d, J=13.5 Hz ), 6.31 (1 H, s ), 6.34(1 H, s ), 
6.93 (1 H, d, J=8.4 Hz ), 7.04 - 7.16 (5 H, m ), 7.23 (1 H, s ). 





C29H38N40 tLX 




elemental analysis values 


C29H38N40 doing 
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75.94; H, 8.35; 


N, 


12.22. 


calculated value :C, 


75.94 ; H, 8.35; 


N. 


12.22 . 




75.67; H, 8.47; 


N, 


12.27. 


experimental value :C, 


75.67 ; H, 8.47; 


N, 


12.27 . 



[0355] 

mmm 242 

4.(4.>h^i^:7x-;U)-N-[6-[(4-.;«^;i/-l-e'<7 

i/-;^)y5^;^]-7,8--:/tK□-2-:^:7^IU-;^]-l- 



[n ] -n- hexane ) 
[0355] 

Working Example 2 42 

4 - (4 -methoxyphenyl ) -N- [6 - [ (4 -methyl -1- piperazinyl ) 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
caiboxy amide 



lit 427] 




0 













[Chemical Formula 4 27] 



106 X-mi^ixfz 6-[(4-y^;U-l-e'<^v 
-;U)>^;U]-7,8- V t K □-2--t b>75>$^ 



'H NMR (CDCI3) d : 1.68-1.76 (2H, m), 1.89 
(2H, d, J=ll.l Hz), 2.29 (2H,t, J=8.1 Hz), 2.29 
(3H, s), 2.46 (8H, bs), 2.64-2.71 (IH, m), 2.79 
(2H,t, J=8.1 Hz), 2.82-3.03 (2H, m), 3.05 (2H, s), 
3.80 (3H, s), 4.19 (2H,d, J=12.6 Hz), 6.31 (IH, 
s), 6.34 (IH, s), 6.87 (2H, d, J=8.7 Hz), 6.93(1H, 
d, J=8.4 Hz), 7.06 (IH, dd, J=8.1, 2.1 Hz), 7.14 
(2H, d, J=8.7 Hz),7.23 (IH, s). 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 106 - [ (4 -methyl -1- piperazinyl ) 
methyl ] - making use of 7 and 8-dihydro -2- naphthalene 
amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.68 - 1.76 (2 
H, m ), 1 .89 (2 H, d, J=l 1 .1 Hz ), 2.29 (2 H, t, J=8.1 Hz ), 
2.29 (3 H, s ), 2.46 (8 H, bs ), 2.64- 2.71 (1 H, m ), 2.79 (2 H, 
t, J=8.1 Hz ), 2.82 - 3.03 (2 H, m ), 3.05 (2 H, s ), 3.80 (3 H, 
s ), 4.19 (2 H, d, J=12.6 Hz ), 6.31(1 H, s ), 6.34 (1 H, s ), 
6.87 (2 H, d, J=8.7 Hz ), 6.93 (1 H, d, J=8.4 Hz ), 7.06 (1 H, 
dd, J=8.1, 2.1 Hz ), 7.14 (2 H, d, J=8.7 Hz ), 7.23 (1 H, s ). 





C29H38N402 tLX 




elemental analysis values 


C29H38N402 doing 


t+Jffil:C, 


73.38; H, 8.07; 


N, 


11.80. 


calculated value :C, 


73.38 ; H, 8.07; 


N, 


11.80. 




73.04; H, 7.95; 


N, 


11.67. 
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experimental value :C, 


73.04 ; H, 7.95; 


N, 


11.67. 




[n]) 








Working Example 2 43 







4.(4-'i;pp:7i-;u)-N-[6-[(4-y5';u-i-fcf'<7*:/ 
^;u)p«^;u]-7,8-vtKP-2--^-:7^u-;u]-i-e 

[<b428] 




4 - (4 -chiorophenyl ) -N- [6 - [ (4 -methyl -1- piperazinyl ) 
methyl ] • 7 and 8 -dihydro -2- naphthalenyl ] - 1 -piperidine 
carboxy amide 

[Chemical Fomiula 4 28] 



106 T♦^lb*ifc 6-[(4-/5^;i/-i-e'<7e^ 

=.;u)>^;u]-7,8-vtKa-2--f:7^u>75>$ 

'H NMR (CDCI3) 5: 1.64-1.76 (2H, m), 1.90 
(2H, d, J=ll.l Hz), 2.29 (2H,t, J=8.1 Hz), 2.29 
(3H, s), 2.46 (8H, bs). 2.66-2.72 (IH. m), 2.79 
(2H,t, J=8.1 Hz), 2.81-3.03 (2H, m), 3.05 (2H, s), 
4.20 (2H, d, J=12.6 Hz),6.31 (IH, s), 6.34 (IH, 
s), 6.93 (IH, d, J=7.8 Hz), 7.04-7.07 (IH, m),7.14 
(2H, d, J=8.4 Hz), 7.22 (IH, s), 7.28 (2H, d, 
J=8.4 Hz). 

illl^: 201-203 deg C (l|gii<t5§ji:xh7tKP7 
^> -n-'^^lf^) 

[0356] 

llt&^244 

N-[2-[(i^J<^yUT5/)P<5^;i/]-lH--l'>-T>-6-'f 

;u][i,r-t'7x^;u]-4-*;u7t?:^^>>75K 

[lb 429] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 6 it acquires with 
Reference Example 106 - [ (4 -methyl -1- piperazinyl ) 
methyl ] - making use of 7 and 8-dihydro -2- naphthalene 
amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.64 - 1.76 (2 
H, m ), 1 .90 (2 H, d, J=l 1 .1 Hz ), 2.29 (2 H, t, J=8. 1 Hz ), 
2.29 (3 H, s ), 2.46 (8 H, bs ), 2.66- 2.72 (1 H, m ), 2.79 (2 H, 
t, J=8.1 Hz ), 2.81 - 3.03 (2 H, m ), 3,05 (2 H, s ), 4.20 (2 H, 
d, J=12.6 Hz ), 6.31 (1 H, s ), 6.34(1 H, s ), 6.93 (1 H, d. 
J=7.8 Hz ), 7.04 - 7.07 (1 H, m ), 7.14 (2 H, d, J=8.4 Hz ), 
7.22 (1 H, s ), 7.28 (2 H, d, J=8.4 Hz ). 

mehing point : 201-203 deg C (crystallization 
solvent :tetrahydrofuran - n- hexane ) 

[0356] 

Working Example 2 44 

N- [2 - [ (dimethylamino ) methyl ] - 1 H-indene -6-yl ][!,!' 
-biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 29] 




;U]-lH-^>'T>-6.TS>^ffll^T.||SS^J 1 t 

tZo 



title compound was acquired by doing operation of being 
similar to the Working Example 1 2 it acquires with 
Reference Example 1 16 - [ (dimethylamino ) methyl ] - 
making use of 1 H-indene -6-amine . 
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TcS^^Jffil C25H24N2O'0.5H2Oi:Lr 



elemental analysis values C25H24N2O*0.5H2O doing 
ttiHi:C.79.55;H,6.68;N,7.42. 



calculated value :C, 79.55; H, 6.68; N, 7.42. 
IIS5fil:C,79.38; H,6.76; N,7.34. 



experimental value :C, 79.38; H, 6.76; N. 7.34. 



FAB(po 



poFAB 



s) 369.2 [M+H]+ 



s) 369.2 [M+H ] + 



v:^ptf;i/x— 

mt&m 245 

N-[2-[Cx/^;i/7'5>');<^;U]-lH-1'>x>-6-^ 
;U]^>.-7jU;i-a[l,l'-t*7x=.;U]-4-*;U7K^i/7 
5K 

[<b430] 

'pre 




[sopuropirueeteru ]) 
Working Example 2 45 

N- [2 - [ (dimethylamino ) methyl ] - 1 H-indene -6-yl ] - 4' 
-fluoro [\yV -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 30] 



##151J 116 T^§bHfc 2-[(v>5^;U75^)J^5^ 
;U]-lH-f>x>-6-75>^ffll^T.IIJ615^J 1 t 

fZo 

FAB(pos) 387.2 [M+H]+ 

209-211 deg C ($gB^a^b5§j«:K^X5^;U- 

[0357] 

mmm 246 

4'.^PP.N-[2-[(v^T;U7'5/)P«^;U]-lH--r> 

-6.-r;^][l.r-t^:7x^;^]-4-*;^7^c^v75K 



[^b431] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 2 it acquires with 
Reference Example 1 16 - [ (dimethylamino ) methyl ] - 
making use of 1 H-indene -6-amine . 

FAB (pos) 387.2 [M+H ] + 

melting point : 209-211 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 

[0357] 

Working Example 2 46 

4' -chloro -N- [2 - [ (dimethylamino ) methyl ] - 1 H-indene 
-6-yl ] [1, r -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 31 ] 
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###1 116 V'^i^hfz 2-[(Vpt^;i.75>')^^ 
tZo 

m^: 218-220 deg C (^S<b?&J«:i^ax^;i/- 



title compound was acquired by doing operation of being 
similar to the Working Example 1 2 it acquires with 
Reference Example 116 - [ (dimetfaylamino ) methyl ] • 
making tise of 1 H-indene -6-amine . 

melting point : 218-220 deg C (crystallization 
solvent :ethylacetate -diisopropyl ether ) 



FAB(pos) 


403.2 


[M+H]+ 


FAB (pos ) 


403.2 


(M+H] + 


mmmz 


47 




Working Example 2 


47 



-2H-l,4-'<>X:i-^-9-*:/:/-6-'f;U][l,r-tf7i: 
;U]-4-*;U7t5^'>7'5K 



- 2 H-1, 4- benzoxazine -6-yl ] [1, 1' -biphenyl ] - 4 -carboxy 
amide 




[Chemical Formula 4 32] 



##0IJ 117 T'i#b4xfc6-75y-2-tfP'je^-;i^;' 
^;U-3,4-vtKP-2H-l,4-'<>\/:t4P+l-v>^ffl 

'H-NMR (CDCI3) 6 : 1.70-1.90 (4H, m), 
2.50-2.70 (4H, m), 2.73 (2H, d, J=6.0Hz). 
3.18-3.24 (IH, m), 3.45-3.49 (IH. m), 3.87 (IH, 
brs), 4.26-4.28(lH, m), 6.61 (IH, dd, J=2.7, 8.4 
Hz), 6.80 (IH, d, J=8.4 Hz), 7.26 (IH, d, J=2.7 
Hz), 7.44 (2H, d, J=8.4 Hz), 7.55 (2H, d, J=8.4 
Hz), 7.64 (2H, d, J=8.1 Hz), 7.71 (IH, s), 7.91 
(2H,d.J=8.1Hz). 

14^:221-222 deg C (j^^itmi^:'M'J-^Otf 



It acquired title compound with method which is similar to 
Working Example 1 making use of 6 -amino -2- pyrrolidinyl 
methyl -3, 4- dihydro -2H-1, 4- benzooxazine where it 
acquires with Reference Example 117, as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.70- 1.90(4 
H, m ), 2.50 - 2.70 (4 H, m ), 2.73 (2 H, d, J=6.0Hz ), 3. 1 8 - 
3.24 (1 H, m ),3.45 - 3.49 (1 H, m ), 3.87 (1 H, brs ), 4.26 - 
4.28 (1 H, m ), 6.61 (1 H, dd, J=2.7, 8.4 Hz ), 6.80 (1 H, d, 
J=8.4 Hz ), 7.26 (1 H, d, J=2.7 Hz ).7.44 (2 H, d, J=8.4 Hz ), 
7.55 (2 H, d, J=8.4 Hz ), 7.64 (2 H, d, J=8.1 Hz ), 7.71 (1 H, 
s), 7.91(2H,d,J=8.1Hz). 

melting point :22 1-222 deg C (crystallization 
solvent :diisopropyl ether ) 
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[0358] 

mtf^m 248 

4'--7;u;i-p-N-[2-(i-tfn'J*x-;u>^;u)-3,4-i/ 

t K P -2H-1 ,4-'<> TT/J-^-y-i/ >-6-< 1 ,1 '-tf 
lit 433] 




[0358] 

Working Example 2 48 

4' -fluoro -N- [2 - (1 -pyrrolidinyl methyl ) - 3 and 4 -dihydro 
-2H-1 , 4- benzoxazine -6-yl ] [1, 1' -biphenyl ] - 4 -carboxy 

amide 

[Chemical Formula 4 33] 



ii7-c^#b+ifc6-7;y-2-ep';v--;up« 

^;u-3,4-vh:KP-2H-i,4-^>7^+-tl-v>^ffl 

'H-NMR (CDCb) 5 : 1.70-1.90 (4H, m), 
2.50-2.70 (4H, m), 2.73 (2H, d,J =6.3Hz), 
3.18-3.24 (IH, m), 3.45-3.49 (IH, m), 3.88(1H, 
brs), 4.24-4.30 (IH, m), 6.62 (IH, dd, J=2.7, 8.4 
Hz), 6.80 (IH, d, J=8.4 Hz), 7.13-7.19 (2H, m), 
7.26 (IH, d, J=2.7 Hz), 7.56-7.60 (2H, m), 7.63 
(2H, d, J=8.4 Hz), 7.71 (IH, s), 7.90 (2H, d, 
J=8.4 Hz). 

114^:204-206 deg C (m^it?^m:*MV-^a\d 

mmm 249 

6-(4- y ^ ;U 7 X ^ ;U )-N-[2-(l - tf P 'J V - ^ 
;U)-3,4-i/tKP-2H-l,4-^>X:j-+-9-i;>-6-'f 

[<b434] 




H H 



It acquired title compound with method which is similar to 
Working Example 1 making use of 6 -amino -2- pyrrolidinyl 
methyl -3, 4- dihydro -2H-1, 4- benzooxazine where it 
acquires with Reference Example 117, as white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.70- 1.90(4 
H, m ), 2.50 - 2.70 (4 H, m ), 2.73 (2 H, d, J =6.3Hz ), 3.18 - 
3.24 (1 H, m ),3.45 - 3.49 (1 H, m ), 3.88 (1 H, brs ), 4.24 - 
4.30 (1 H, m ), 6.62 (1 H, dd, J=2.7, 8.4 Hz ), 6.80 (1 H, d, 
J=8.4 Hz ), 7.13 - 7.19(2 H, m ), 7.26 (1 H. d, J=2.7 Hz ), 7.56 
- 7.60 (2 H, m ), 7.63 (2 H, d. J=8.4 Hz ), 7.71 (1 H, s ), 7.90 
(2H,d,J=8.4Hz). 

mehing point :204-206 deg C (crystallization 
solvent :diisopropyl ether ) 

Working Example 2 49 

6 - (4 -methylphenyl ) -N- [2 - (1 -pyrrolidinyl methyl ) - 3 
and 4 -dihydro -2H-1, 4- benzoxazine -6-yl ] nicotinamide 

[Chemical Formula 4 34] 



ll7■e^#f)4^fc6-75y-2-tfPUi^--'^p' 

5^;U-3,4-S;tKP-2H-l,4-'<>^/;i-4r-y-v>$ffl 



It acquired title compound with method which is similar to 
Working Example 1 making use of 6 -amino -2- pyrrolidinyl 

methyl -3, 4- dihydro -2H-1, 4- benzooxazine where it 
acquires with Reference Example 1 17, as white powder . 



'H-NMR (CDCI3) (5: 1.70-1.85 (4H, m), 2.43 <sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.70- 1.85(4 
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(3H, s), 2.50-2.70 (4H, m),2.74 (2H, d, J=6.3Hz), 
3.19-3.25 (IH, m), 3.45-3.49 (IH, m), 3.90 
(lH,brs), 4.27-4.29 (IH, m), 6.63 (IH, dd, J=2.4, 
8.7 Hz), 6.81 (IH, d, J=8.7 Hz), 7.26 (IH, d, 
J=2.7 Hz), 7.31 (2H, d, J=8.1 Hz), 7.67 (IH, s), 
7.81 (IH, d, J=8.1 Hz), 7.93 (2H, d, J=7.8Hz), 
8.21 (IH, dd, J=2.4, 8.4 Hz), 9.09 (IH, d, J=2.4 
Hz). 

ifi^:207-208 deg C {m^itmm:'My:fatf 

;ux— x;u) 

[0359] 

m^m 250 

4-(4.'7Ji/;i-P3'x-;u)-N-[2-(i-tfa"Ji?— 
^;U)-3,4-v t K □-2H-1 ,4-^>X;l-+-9-i5>^. 
-f;U]l-t°'<'Ji/>*Jl'7K^v75K 

[^b435] 




H, m ), 2.43 (3 H, s ). 2.50 - 2.70 (4 H, m ), 2.74 (2 H, d, 
J=6.3Hz ), 3.19 -3.25 (1 H. m ), 3.45 - 3.49 (1 H, m ), 3.90 (1 
H, brs ), 4.27 - 4.29 (1 H, m ), 6.63 (1 H, dd, J=2.4, 8.7 Hz ), 
6.81 (1 H, d, J=8.7 Hz ),7.26 (1 H, d, J=2.7 Hz), 7.31 (2 H, d, 
J=8.1 Hz ), 7.67 (1 H, s ), 7.81 (1 H, d, J=8.1 Hz ), 7.93 (2 H, 
d, J=7.8Hz ), 8.21 (1 H, dd, J=2.4, 8.4 Hz ), 9.09 (1 H, d, 
J=2.4 Hz ). 

melting point :207-208 deg C (crystallization 
solvent idiisopropyl ether ) 

[0359] 

Working Example 2 50 

4 - (4 -fluorophenyl ) -N- [2 - (1 -pyrrolidinyl methyl ) - 3 and 
4 -dihydro -2H-1 , 4- benzoxazine -6-yl ] 1 -piperidine 

carboxy amide 

[Chemical Formula 4 35] 



117 r't#b*ifc6-T5A2-tf pi;e?-;up' 

5^;i/-3,4-'i;tKP-2H-l,4-^>7;J-+-9-v>$ffl 

'H-NMR (CDClj) 6 : 1.60-1.90 (8H, m), 
2.50-2.70 (5H, m), 2.71 (2H, d, J=6.3Hz), 
2.91-3.00 (2H, m), 3.15-3.21 (IH, brs), 3.42-3.45 
(IH, m), 3.77(1H. brs), 4.15-4.25 (3H, m), 6.20 
(IH, s), 6.38 (IH, dd, J=2.1. 8.4 Hz), 6.73 (IH, d, 
J=8.4 Hz), 6.91 (IH, d, J=2.1 Hz), 6.97-7.03 (2H, 
m), 7.14-7.19 (2H,m). 

illiS:192-195 deg C (jSa<bJS«:i?'f V^Pt 

;ux— x;u) 

mmm 251 

4'--j7 □ □-N-[4-(.?«^ Jl/X;i/7h-;U)-2-( 1 -t° □ 'J V 
^ ;U)-3,4-e/ 1 h* P -2H- 1 ,4- X:*- + -9- 

i?:/-6-'r;u][i,r-tf7x=.;u]-4-*;i/7t?4rv75K 

[<b436] 



It acquired title compound with method which is similar to 
Working Example 1 making use of 6 -amino -2- pyrrolidinyl 
methyl -3, 4- dihydro -2H-1, 4- benzooxazine where it 
acquires with Reference Example 1 1 7, as white powder . 

<sup>l</sup>H-nnir (CDCl<sub>3</sub> );de: 1.60 - 1.90 (8 
H, m ), 2.50 - 2.70 (5 H, m ), 2.71 (2 H, d, J=6.3Hz ), 2.91 - 
3.00 (2 H, m ),3.15 - 3.21 (1 H, brs ), 3.42 - 3.45 (1 H, m ), 
3.77 (1 H, brs ), 4.15 - 4.25 (3 H, m ), 6.20 (1 H, s ), 6.38(1 H, 
dd, J=2.1, 8.4 Hz ), 6.73 (1 H, d, J=8.4 Hz ), 6.91 (1 H, d, 
J=2.1 Hz ), 6.97 - 7.03 (2 H, m ), 7.14 - 7.19 (2 H, m ). 

melting point : 192- 195 deg C (crystallization 
solvent :diisopropyl ether ) 

Working Example 2 5 1 

4' -chloro -N- [4 - (methyl sulfonyl ) - 2 - (1 -pyrrolidinyl 
methyl ) - 3 and 4 -dihydro -2H-1, 4- benzoxazine -6-yl ] [1, 
r -biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 36] 
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-;i/)-2-tfa'Ji?-;u/5^;u-3,4-ytKP-2H-i,4- 

'H-NMR (CDCI3) 5 : 1.75-1.85 (4H, m), 
2.55-2.70 (4H, m), 2.78 (2H, d, J=6.0Hz), 3.04 
(3H, s), 3.27-3.34 (IH, m), 4.24-4.31 (IH, m), 
4.31-4.35 (IH, m), 6.98 (IH, d, J=8.7 Hz), 7.45 
(2H, d, J=9.0 Hz), 7.50-7.60 (IH, m), 7.53 (2H, 
d, J=9.0 Hz), 7.67 (2H, d, J=8.4 Hz). 7.84 (IH, s), 
7.84 (IH, brs), 7.94 (2H, d, J=8.4 Hz). 

!il|^:203-204 deg C ({^aib^Mtii^-fVI^Pe 

;ux— T^u) 

[0360] 
mi&m 252 

N-[6-[(4-/^;i/-l-t°^^V-;U)>5^^U]-7,8-vt 

K □-2-:^:?$' b-;u][ 1 , !•- t*:7x^;u]-4-*;i/7K+ 

i/75h* 
[<b437] 



It acquired title compound with method which is similar to 
Working Example 1 6-amino -4- where it acquires with 
Reference Example 1 18 (methyl sulfonyl ) - maicing use of 2 
-pyiTolidinyl methyl -3, 4- dihydro -2H-1, 4- benzooxazine ,as 
white powder . 

<sup>l</sup>H-nmr (CDCl<sub>3</sub> );de: 1.75 - 1.85 (4 
H, m ), 2.55 - 2.70 (4 H, m ), 2.78 (2 H, d, J=6.0Hz ), 3.04 (3 
H, s ). 3.27 -3.34 (1 H, m ), 4.24 - 4.31 (1 H, m ), 4.31 - 4.35 
(1 H, m ), 6.98 (1 H, d, J=8.7 Hz ), 7.45 (2 H, d, J=9.0 Hz ), 
7.50 - 7.60(1 H, m ), 7.53 (2 H, d, J=9.0 Hz ), 7.67 (2 H, d, 
J=8.4 Hz ), 7.84 (1 H, s ), 7.84 (1 H, brs ), 7.94 (2 H, d, J=8.4 
Hz). 

melting point :203-204 deg C (crystallization 
solvent :diisopropyl ether ) 

[0360] 

Working Example 2 52 

N- [6 - [ (4 -methyl -1- piperazinyl ) methyl ] - 7 and 8 
-dihydro -2- naphthalenyl ] [1, 1' -biphenyl ] - 4 -carboxy 
amide 

[Chemical Formula 4 37] 



##<51J 106 "C^ib^fc 6-[(4-/^;U-l-e'<5i? 

=.;u)y^;u]-7,8--:/tKa-2--^-:7^^>7'5>* 

'H NMR (CDCI3) 5 : 2.31 (3H, s), 2.33 (2H, t, 
J=8.1 Hz), 2.49 (8H, bs),2.84 (2H, t, J=8.1 Hz), 
3.07 (2H, s), 6.36 (IH, s), 7.02 (IH, d, J=8.1 Hz), 
7.35-7.52 (5H, m), 7.63 (2H, d, J=8.1 Hz), 7.71 
(2H, d, J=8.1 Hz), 7.80 (IH, s), 7.94 (2H, d, 
J=8.1 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 6 it acquires with 
Reference Example 106 - [ (4 -methyl -1- piperazinyl ) 
methyl ] - making use of 7 and 8-dihydro -2- naphthalene 



amme . 



<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.31 (3 H, s ), 
2.33 (2 H, t, J=8.1 Hz ), 2.49 (8 H, bs ), 2.84 (2 H, t, J=8.1 
Hz ). 3.07 (2 H, s ), 6.36 (1 H, s ),7.02 (1 H, d, J=8.1 Hz ), 
7.35 - 7.52 (5 H, m ), 7.63 (2 H, d. J=8.1 Hz ), 7.71 (2 H, d, 
J=8.1 Hz ), 7.80 (1 H, s ), 7.94 (2 H, d, J=8.1 Hz ). 



SS^: 196-198 "C 
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melting point : 196-198* 


(crystallization solvent :ethylacetate ) 


mmm253 












Working Example 2 53 













>^;U]-7,8-vt Ka-2-:^:7^U=.;U](l,l'-fc^7I methyl ]-7, 8-dihydro -2- naphthalenyl ] [1, 1" -biphenyl ] - 4 
— ^U]-4-/j^U/t?^v7SK -carboxy amide 




H,C 
C<b438l 



[Chemical Formula 4 38] 



115 ■e^#P)4^fc 5-p«^;u-6-[(4-y^;u-i- 
tf^7i^--'^)/^y^]-7,8-i?tKP-2-■^7^'^> 

'H NMR (CDClj) 6 : 2.08 (3H, s), 2.29 (3H, s), 
2.34 (2H, t. J=7.8 Hz), 2.42 (3H, s), 2.45 {8H, 
bs), 2.75 (2H, t, J=7.8 Hz), 3.16 (2H, s), 
7.26-7.30 (3H, m), 7.44 (IH, d, J=8.4 Hz), 
7.53-7.55 (3H, m), 7.70 (2H. d, J=8.4 Hz), 8.00 
(IH, s), 7.93 (2H, d, J=8.4 Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 115 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 

naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.08 (3 H, s ), 
2.29 (3 H, s ), 2.34 (2 H, t, J=7.8 Hz ), 2.42 (3 H, s ), 2.45 (8 
H, bs ), 2.75 (2 H, t, J=7.8 Hz ),3.16 (2 H, s ), 7.26 - 7.30 (3 
H, m ), 7.44 (1 H, d, J=8.4 Hz ), 7.53 - 7.55 (3 H, m ), 7.70 (2 
H. d. J=8.4 Hz ). 8.00 (1 H, s ),7.93 (2 H, d, J=8.4 Hz ). 





212 


214 


'C 




5^ 


)V 


) 


melting point : 


212 


214 


* 


crystallization solvent :acetic acid [e ] 


jp8 


jpll 


) 



[0361] 

mmm 254 



4*->h+v-N-[5->^;U-6-[(4->5^;U-l-tf'<^i? 

-;u)>^;u]-7,8-i/tKp-2--^7a'U-;i/][i,r- 

t*7x-;U]-4-*;U7t?^i/75K 
[jb439] 



[0361] 

Working Example 2 54 

4' -methoxy -N- [5 -methyl -6- [ (4 -methyl -1- piperazinyl ) 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, 1' 
-biphenyl ] - 4 -carboxy amide 

[Chemical Formula 4 39] 
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##<5<j 115 r'^#btvfc 5-^5^;u-6-[(4-y^;u-i- 

'H NMR (CDCI3) d : 2.08 (3H, s), 2.29 (3H, s), 
2.34 (2H, t, J=7.8 Hz), 2.45 (8H, bs), 2.75 (2H, t, 
J=7.8 Hz), 3.16 (2H, s), 3.87 (3H, s), 7.01 (2H, d, 
J=8.1 Hz), 7.27 (IH, d, J=8.4 Hz), 7.44 (IH, d, 
J=8.4 Hz), 7.51 (IH, s), 7.58 (2H, d, J=8.4 Hz), 
7.67 (2H, d, J=8.4 Hz), 7.81 (IH, s), 7.92 (2H, d, 
J=8.4Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 1 15 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.08 (3 H, s ), 
2.29 (3 H, s ), 2.34 (2 H, t, J=7.8 Hz ), 2.45 (8 H, bs ), 2.75 (2 
H, t, J=7.8 Hz ), 3.16 (2 H, s ),3.87 (3 H, s ), 7.01 (2 H, d, 
J=8.1 Hz ). 7.27 (1 H, d, J=8.4 Hz ), 7.44 (1 H, d, J=8.4 Hz ), 
7.51 (1 H, s ), 7.58 (2 H, d, J=8.4 Hz ), 7.67 (2 H. d, J=8.4 
Hz ), 7.81(1 H, s ), 7.92 (2 H, d, J=8.4 Hz ). 



215-217 °C 


(!!iSB^^b5g!«:I^SIx^;u) 


melting point : 215-217 * 


(crystallization solvent :ethylacetate ) 














Working Example 2 55 













ii-;i/]-4-*;u;t?4r->7'5K 



-biphenyl ] - 4 -carboxy amide 




115 T'#bHf= 5-/^;U-6-[(4->5^^U-l- 
tf/<7t?-;U)y5^;U]-7,8-vtKP-2--^7$iL/> 



'H nmr (CDCI3) 8 : 2.08 (3H, s), 2.29 (3H, s), 
2.34 (2H, t, J=7.8 Hz), 2.46 (8H, bs), 2.75 (2H, t, 
J=7.8 Hz), 3.16 (2H, s), 7.17 (2H, d, J=8.4 Hz), 



title compoimd was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 1 15 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.08 (3 H, s ), 
2.29 (3 H, s ), 2.34 (2 H, t, J=7.8 Hz ), 2.46 (8 H, bs ), 2.75 (2 
H, t. J=7.8 Hz ), 3.16 (2 H, s ),7.17 (2 H, d, J=8.4 Hz ), 7.28 
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7.28 (IH, d, J=8.4 Hz), 7.44 (IH, d, J=8.4 Hz). 
7.51 (IH, s), 7.57-7.62 (2H, m), 7.66 (2H, d, 
J=8.4 Hz), 7.82 (IH, s), 7.94 (2H, d, J=8.4 Hz). 



(1 H, d, J=8.4 Hz ). 7.44 (1 H, d, J=8.4 Hz ), 7.51 (1 H, s ). 
7.57 - 7.62 (2 H, m ), 7.66 (2 H, d, J=8.4 Hz ), 7.82 (1 H, 
s ),7.94 (2 H, d, J=8.4 Hz). 





233 


235 










) 


melting point : 


233 


235 




crystallization solvent :acetic acid [e ] 


jp8 


jpll 


) 



[0362] 

256 

4'-'i7an-N-[5-;'^;u-6-[(4-y^;u-i-bf><7v- 
;u)^^;u]-7,8-i;tKn-2-:t-7^U-;u][i.i'-t*7 

i-;U]-4-*;i/7t<+v75K 



[0362] 

Working Example 2 56 

4' -chloro -N- [5 -methyl -6- [ (4 -methyl -1- piperazinyl ) 
methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] [1, 1' 
-biphenyl ] - 4 -carboxy amide 




##011 115 r•^#e)4^/•= 5-.?'5^;u-6-[(4-p«5^;u-i- 
tf i>-;u)>^ ;i/]-7,8-i; t K P -2--f7^i L/> 

'H NMR (CDCI3) 6 : 2.08 (3H, s), 2.29 (3H, s), 
2.34 (2H, t, J=7.8 Hz), 2.46 (8H, bs), 2.75 (2H, t, 
J=7.8 Hz), 3.16 (2H, s), 7.28 (IH, d, J=8.4 Hz), 
7.43-7.47 (3H, m), 7.51 (IH, s), 7.56 (2H, d, 
J=8.4 Hz), 7.67 (2H, d, J=8.4 Hz), 7.80 (IH, s), 
7.94(2H,d,J=8.4Hz). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 115 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCI<sub>3</sub> );de: 2.08 (3 H, s ), 
2.29 (3 H, s ), 2.34 (2 H, t, J=7.8 Hz ), 2.46 (8 H, bs ), 2.75 (2 
H, t, J=7.8 Hz ), 3.16 (2 H, s ),7.28 (1 H, d, J=8.4 Hz ), 7.43 - 
7.47 (3 H, m ), 7.51 (1 H, s ), 7.56 (2 H, d, J=8.4 Hz ), 7.67 (2 
H, d. J=8.4 Hz ), 7.80 (1 H, s ), 7.94 (2 H, d, J=8.4 Hz ). 



U^: 216-218 




melting point : 216-218 * 


(crystallization solvent :ethylacetate ) 














Working Example 2 57 












K^V-;U)p«f-^]-7,8-i?tKP-2-:f7^U 




[perajiniru ]) methyl ]-7, 8-dihydro -2- 



[<b442] 



naphthalenyl ]nicotinamide 
[Chemical Formula 4 42] 
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CH, 



##15ij 115 ■e#e>;h<fc 5-^^;u-6-[(4-/^;u-i- 

'H NMR (CDCI3) 6 : 2.09 (3H, s), 2.29 (3H, s), 
2.35 (2H, t, J=8.1 Hz), 2.46 (8H, bs), 2.75 (2H, t, 
J=8.1 Hz), 3.16 (2H, s), 7.28 (IH, d, J=8.4 Hz), 
7.43-7.50 (4H, m), 7.83 (2H, d, J=8.4 Hz), 8.01 
(2H, d, J=8.4 Hz), 8.27 (IH, d, J=8.4 Hz), 9.13 
(IH, s). 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 1 15 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.09 (3 H, s ), 
2.29 (3 H, s ), 2.35 (2 H, t, J=8.1 Hz ), 2.46 (8 H, bs ), 2.75 (2 
H, t, J=8. 1 Hz ), 3. 1 6 (2 H, s ),7.28 (1 H, d, J=8.4 Hz ), 7.43 - 
7.50 (4 H, m ), 7.83 (2 H, d, J=8.4 Hz ), 8.01 (2 H, d, J=8.4 
Hz ). 8.27 (1 H, d, J=8.4 Hz ), 9.13 (1 H, s ). 





219 


221 










) 


melting point : 


219 


221 




crystallization solvent .acetic acid [e ] 


jp8 


jpii 


) 



[0363] 

mmm 258 

5-(4-';7PP:?x-;U)-N-[5->5';U-6-[(4-yf^JU-l- 
e^^i/-^U)^5^^U]-7,8-e;tKP-2--^-7$ib- 

;^]-2-t°'Ji^>*;^7^^+*>T5K 



[0363] 
Working Example 2 58 

5 - (4 -chlorophenyl ) -N- [5 -methyl -6- [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 2 
-pyridine carboxy amide 




#%^5iJ 115 T*#t>tvfc 5-y5^;u-6-[(4-.;«^;i.-i- 
e'<7i?--'^)>5^^^]-7,8-vtKp-2-:^7^b:/ 

'H NMR (CDCI3) d : 2.09 (3H, s), 2.29 (3H, s), 
2.35 (2H, t, J=8.1 Hz), 2.45 (8H, bs), 2.77 (2H, t, 
J=8.1 Hz), 3.16 (2H, s), 7.30 (IH, d, J=8.1 Hz), 
7.49-7.63 (6H, m), 8.05 (IH, dd, J=2.4 Hz, 8.4 



title compound was acquired by doing operation of being 
similar to the Working Example 1 5 -methyl -6- where it 
acquires with Reference Example 115 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 2.09 (3 H, s ), 
2.29 (3 H, s ), 2.35 (2 H, t, J=8.1 Hz ), 2.45 (8 H, bs ), 2.77 (2 
H, t, J=8.1 Hz ), 3.16 (2 H, s ),7.30 (1 H, d, J=8.1 Hz ), 7.49 - 
7.63 (6 H, m ), 8.05 (1 H, dd, J=2.4 Hz , 8.4 Hz ), 8.36 (1 H, 
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Hz), 9.97 (IH, s). 

mi^: 177-179 degC(^S<biijy|:e^^X7-jU) 



nt&m 259 

N-[5-y^;u-6-[(4-yf-;u-i-tf'^^*:?-;ix)>5^ 

;U]-7,8- V t \^D.2--fy^ UZ.;U]-4-(4-.;t^;U7x 
-;L')-l-e'<'Ji?>*;U7fC+*>T5K 

[^b444] 



H,C 



0 




CH, 



2002-1-9 

d, J=8.1 Hz ), 8.79 (1 H, d, J=1.2 Hz ), 9.97 (1 H, s ). 

melting point : 177-179 deg C (crystallization 
solvent rethylacetate ) 

Working Example 2 59 

N- [5 -methyl -6- [ (4 -methyl -1- piperazinyl ) methyl ] - 7 
and 8 -dihydro -2- naphthalenyl ] - 4 - (4 -methylphenyl ) - 1 
-piperidine carboxy amide 

[Chemical Formula 4 44] 



115 ■e^#p>*vfc 5->5^;u-6-[(4->5^;u-i- 

'H NMR (CDCI3) S : 1.60-1.78 (4H, m), 2.05 
(3H, s), 2.28 (3H, s), 2.29 (2H, t, J=8.1 Hz), 2.33 
(3H, s), 2.46 (8H, bs), 2.65-2.72 (3H, m), 
2.93-3.03 (2H, m), 3.13 (2H, s), 4.18-4.23 (2H, 
m), 6.40 (IH, s), 7.09-7.24 (7H, m). 

m^: 176-178 deg C (iSS<bj§j«:itKx^;U 
-n-'^^-y-^) 

[0364] 

mmm 260 

4.(4-yh=\=-->"7x-;U)-N-[5-.?«^;U-6-[(4-.?«5=-;i/ 
[<b445] 




title compound was acquired by doing operation of being 
similar to the Working Example 99 5 -methyl -6- where it 
acquires with Reference Example 115 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.60 - 1,78 (4 
H, m ), 2.05 (3 H, s ), 2.28 (3 H, s ), 2.29 (2 H, t, J=8.1 Hz ), 
2.33 (3 H, s ), 2.46(8 H, bs ), 2.65 - 2.72 (3 H, m ), 2.93 - 3.03 
(2 H, m ), 3.13 (2 H, s ). 4.18 - 4.23 (2 H, m ), 6.40 (1 H. 
s),7.09-7.24 (7 H,m). 

melting point : 176-178 deg C (crystallization 
solvent lethylacetate -n- hexane ) 

[0364] 

Working Example 2 60 

4 - (4 -methoxyphenyl ) -N- [5 -methyl -6- [ (4 -methyl -1- 
piperazinyl ) methyl ] - 7 and 8 -dihydro -2- naphthalenyl ] - 1 
-piperidine carboxy amide 

[Chemical Formula 4 45] 



##«»1 115 vnh>tifz 5-p4^;U-6-[(4->^;U-l- 
e^^i;:i;U)>^yU]-7,8-vtKP-2-:f^^Lx> 



title compound was acquired by doing operation of being 
similar to the Working Example 99 5 -methyl -6- where it 
acquires with Reference Example 1 15 [ (4 -methyl -1- 
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'H NMR (CDCI3) S : 1.68-1.92 (4H, m), 2.05 
(3H, s), 2.28 (3H, s), 2.29 (2H, t, J=8.1 Hz), 2.45 
(8H, bs), 2.67-2.72 (3H, m), 2.95-3.02 (2H, m), 
3.14 (2H, s), 3.80 (3H, s), 4.18-4.22 (2H, m), 
6.36 (IH, s), 6.87 (2H, d,J=8.4 Hz), 7.12-7.21 
(5H,m). 



piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.68 - 1.92 (4 
H, m ), 2.05 (3 H, s ). 2.28 (3 H, s ), 2.29 (2 H, t, J=8. 1 Hz ), 
2.45 (8 H, bs ), 2.67- 2.72 (3 H, m ), 2.95 - 3.02 (2 H, m ), 
3.14 (2 H, s ), 3.80 (3 H, s ), 4.18 - 4.22 (2 H, m ), 6.36 (1 H, 
s ),6.87 (2 H, d, J=8.4 Hz ), 7.12 - 7.21 (5 H, m ). 



U^: m-\n "c 




melting point : 175-177 * 


(crystallization solvent :ethylacetate ) 


II%^1261 














Working Example 2 61 



/< 7 - Jl/ ) > 5=^ ;U ]-7,8- V t K P -2--^:7$r U. ; 
;L.]-l-tr'<'Ji^>*^U7H^i/75K 



piperidine carboxy amide 




##^J 115 ■e^§b^^fc 5-p'5^;u6-[(4->^^u-i- 

e^7i/-JU)^^-'U]-7,8-e/tKP-2--f7^»L/> 

'H nmr (CDCI3) (5: 1.67-1.92 (4H, m), 2.05 
(3H, s), 2.28 (3H, s), 2.29 (2H, t, J=8.1 Hz), 2.45 
(8H, bs), 2.67-2.72 (3H, m), 2.95-3.02 (2H, m), 
3.14 (2H, s), 4.18-4.23 (2H, m), 6.36 (IH, s), 
7.13-7.30 (7H,m). 



title compoimd was acquired by doing operation of being 
similar to the Working Example 99 5 -methyl -6- where it 
acquires with Reference Example 1 1 5 [ (4 -methyl -1- 
piperazinyl ) methyl ] - making use of 7and 8 -dihydro -2- 
naphthalene amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.67 - 1.92 (4 
H, m ), 2.05 (3 H, s ), 2.28 (3 H, s ), 2.29 (2 H, t, J=8.1 Hz ), 
2.45 (8 H, bs ), 2.67- 2.72 (3 H, m ), 2.95 - 3.02 (2 H, m ), 
3.14 (2 H, s ), 4.18 - 4.23 (2 H, m ). 6.36 (1 H, s ), 7.13 -7.30 

(7 H, m ). 





141 


143 










) 


melting point : 


141 


143 


* 


crystallization solvent :acetic acid [e ] 


jp8 


jpll 


) 



[0365] 

mm 262 

4-[(4-^ □ P7x:::;U)Pi-;U)>^;i/]-N-[4-y5' 
;U-3-(l-tf P 'J ix-;i/>^;U)-2H-^ P y ^-T-'f 



[0365] 
Working Example 2 62 

4 - [ (4 -chlorophenyl ) (phenyl ) methyl ] -N- [4 -methyl -3- 



(1 -pyrrolidinyl methyl ) - 2 H-chromene -7-yl ] • 



1 
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C<b447] 



-piperazine carboxy amide 
[Chemical Fonnula 4 47] 



107 T^mz 4->^;U-3-(l-eP'Jv-;U> 
5^;U).2H-'j7a»-7-7'5>^fflL^r,lllilS«9 99 

tZo 

'H NMR (CDClj) 5: 1.76 (4H, s), 2.01 (3H, s), 
2.42 (4H, t, J=5.1 Hz), 2.49 (4H, s), 3.22 (2H, s), 
3.48 (4H, t, J=5.1 Hz), 4.24 (IH, s), 4.68 (2H, s), 
6.23 (IH, s), 6.77 (IH, s), 6.96 (IH, d, J=8.7 Hz), 
7.09 (IH, dj=8.7 Hz), 7.19-7.61 (9H, m). 

m^: 104-106 deg C (^a<b?S«:B^Sxf^;U 
-n-^^+>->) 

mM 263 

N-(2,2-i?7i-;UXf^;U)-N'-[4-yf-;U-3-(l-tfn 
iJv-;U-/^;U)-2H-'?P.?'>-7--f;U]OUT 

[^b448] 




title compound was acquired by doing operation of being 
similar to the Working Example 99 4 -methyl -3- where it 
acquires with Reference Example 107 (1 -pyrrolidinyl 
methyl ) - making use of 2 H-chromene -7-amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.76 (4 H, s ), 
2.01 (3 H, s ), 2.42 (4 H, t, J=5.1 Hz ), 2.49 (4 H, s ), 3.22 (2 
H, s ), 3.48 (4 H, t, J=5.1 Hz ),4.24 (1 H, s ), 4.68 (2 H, s ), 
6.23 (1 H, s ), 6.77 (1 H, s ), 6.96 (1 H, d, J=8.7 Hz ). 7.09 (1 
H, d, J=8.7 Hz ), 7. 19 - 7.61 (9 H, m ). 

melting point : 104-106 deg C (crystallization 
solvent :ethylacetate -n- hexane ) 

Working Example 2 63 

N- (2 and 2 -biphenyl ethyl ) -N"- [4 -methyl -3- (1 
-pyrrolidinyl methyl ) - 2 H-chromene -7-yl ] urea 

[Chemical Formula 4 48] 



107 x-mtz 4-y^;u-3-(i-ep'ji/-;u^ 

5^J^)-2H--:7□»-7-T5>$•fflL^r. 99 

'H nmr (CDCI3) 6 : 1.76 (4H, s), 1.99 (3H, s), 
2.49 (4H. s), 3.22 (2H, s), 3.83 (2H, t, J=7.8 Hz), 
4.18 (IH, t, J=7.8 Hz), 4.66 (2H, s), 4.96 (IH, s), 
6.48 (IH, s), 6.57 (IH, s), 6.69 (IH, d, J=8.1 Hz), 
6.98 (IH, d,J=8.1 Hz), 7.20-7.30 (lOH, m). 

mi^: 166-168 deg C (i|gB^^biiJ«:i^Kx^;U 
-n-'v^-y-^) 

[0366] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 4 -methyl -3- where it 
acquires with Reference Example 107 (1 -pyrrolidinyl 
methyl ) - making use of 2 H-chromene -7-amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.76 (4 H, s ), 
1.99 (3 H, s ), 2.49 (4 H, s ), 3.22 (2 H, s ), 3.83 (2 H, t, J=7.8 
Hz ), 4.18 (1 H, t, J=7.8 Hz ),4.66 (2 H, s ), 4.96 (1 H, s ), 
6.48 (1 H, s ), 6.57 (1 H, s ), 6.69 (1 H, d, J=8.1 Hz), 6.98 (1 
H, d, J=8.1 Hz ), 7.20 - 7.30 (10 H, m ). 

melting point : 166-168 deg C (crystallization 
solvent rethylacetate -n- hexane ) 

[0366] 
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mmm 264 

N-[4-/f-;u-3-(i-tf p 'J i?-^i/>tf-;u)-2H-<7P y 

>-7--f;U]-3,4-i?tKP-2(lH)-'fV+/'J>*;U 
[^b449l 

107 4->^^u-3-(i-ep'je^-^y 

^;U)-2H-'j7P/>-7-T5>^fflL^T. IIJ60IJ 99 

fc. 

'H NMR (CDCI3) 5 : 1.76 (4H, s), 2.02 (3H, s), 
2.49 (4H, s), 2.92 (2H, t. J=6.0 Hz), 3.23 (2H, s), 
3.71 (2H, t. J=6.0Hz), 4.65 (2H, s), 4.68 (2H, s), 
6.43 (IH, s), 6.86 (IH, d, J=1.8 Hz), 7.02-7.22 
(6H, m). 

m^: 135-137 deg C (l!gS^k5tJi:KBIXf^;i/ 
-n-'s^^-y-^) 

mmm 265 

N-[4-pt^;u-3-(i-ep'jv-;u>^;i/)-2H-^py 
>.7.-<;u]-4-(i-tr^'ji?-;u)-i-bf'<ui?>*;u 

lit 450] 




Working Example 2 64 

N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 H-chromene 
-7-yl ] - 3 and 4 -dihydro -2 (1 H ) -isoquinoline carboxy 

amide 

[Chemical Fomula 4 49] 



title compound was acquired by doing operation of being 
similar to the Working Example 99 4 -methyl -3- where it 
acquires with Reference Example 107 (1 -pyrrolidinyl 
methyl ) - making use of 2 H-chromene -7-amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.76 (4 H, s ), 
2.02 (3 H, s ), 2.49 (4 H, s ), 2.92 (2 H, t, J=6.0 Hz ), 3.23 (2 
H, s ), 3.71 (2 H, t, J=6.0Hz ),4.65 (2 H, s ), 4.68 (2 H, s ), 
6.43 (1 H, s ), 6.86 (1 H, d, J=1.8 Hz ), 7.02 - 7.22 (6 H, m ). 

melting point : 135-137 deg C (crystallization 
solvent :ethylacetate -n- hexane ) 

Working Example 2 65 

N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 H-chromene 
-j.yl ] - 4 - (1 -bipyridinyl ) - 1 -piperidine carboxy amide 

[Chemical Formula 4 50] 



107 X-ntz 4->5^;U-3-(l-tf P'JiJ-^Ujt 
^;U)-2H-'^Py>-7-75>^fflt^T.SJS^J 99 

'H NMR (CDCI3) S : 1.27-1.89 (14H, m), 2.02 
(3H, s), 2.49-2.51 (9H, m),2.83-2.90 (2H, m), 
3.23 (2H, s), 4.08-4.12 (2H, m), 4.68 (2H, s), 
6.31(1H, s), 6.80 (IH, d, J=2.4 Hz), 6.98 (IH, dd, 
J=2.4 Hz, 8.4 Hz), 7.09 (IH, d, J=8.4 Hz). 

gfejSi: 98-100 deg C (l^S<b?gji:KKX^;U-n- 



title compound was acquired by doing operation of being 
similar to the Working Example 99 4 -methyl -3- where it 
acquires with Reference Example 107 (1 -pynolidinyl 
methyl ) - making use of 2 H-chromene -7-amine . 

<sup>l</sup>H nmr(CDCl<sub>3</sub> );de: 1.27 - 1.89 
(14 H, m ), 2.02 (3 H, s ), 2.49 - 2.51 (9 H, m ), 2.83 - 2.90 (2 
H, m ),3.23 (2 H, s ). 4.08 - 4.12 (2 H, m ), 4.68 (2 H, s ), 6.31 
(1 H, s ), 6.80 (1 H, d, J=2.4 Hz ), 6.98 (1 H, dd, J=2.4 Hz , 
8.4 Hz ), 7.09 (1 H, d, J=8.4 Hz ). 

melting point : 98-100 deg C (crystallization 
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[0367] 

266 

2-(4-^^;U-6-:j-+V-2-7'x:^;U-l,6-vtKP-5- 
e'J5v-;U)-N-[4->5^;U-3-(l-lfP'Jv^;i/^f^ 
JU)-2H-^a»-7-<JU]7-bh75K 

[<b45l] 




solvent :ethylacetate -n- hexane ) 
[0367] 

Woricing Example 2 66 

2 - (4 -methyl -6-oxo -2- phenyl -1, 6-dihydro 
-S-pyrimidinyl ) -N- [4 -methyl -3- (1 -pyrrolidinyl methyl ) - 
2 H-chromene -7-yl ] acetamide 

[Chemical Foimula 4 Si] 



107 x-mtz 4-pt^;u-3-(i-ep'jv-;i/p« 

'H NMR (CDCIj) 5 : 1.76 (4H, s), 1.98 (3H. s), 
2.49 (4H, s), 2.61 (3H, s), 3.22 (2H, s), 3.65 (2H, 
s). 4.65 (2H, s), 6.86-7.00 (4H, m), 7.54 (3H, s), 
8.01 (2H, s), 8.87 (lH.s). 

m^: 255-257 deg C (iSM<bJ§«t:WS|x5^;U 
-n-'V^-y-^) 

IIIIS0IJ 267 

^y'y)\y 2-[[4-y^;U-3-(l-bf P'Ji?-;U>5^ 

;^)-2H-^p»-7--r^u]T5>']-2-7^4■vx^;^* 

[<k452] 



title compound was acquired by doing operation of being 
similar to the Working Example 1 4 -methyl -3- where it 
acquires with Reference Example 107 (1 -pyrrolidinyl 
methyl ) - making use of 2 H-chromene -7-amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1 .76 (4 H, s ), 
1.98 (3 H, s ), 2.49 (4 H, s ), 2.61 (3 H, s ), 3.22 (2 H, s ), 3.65 
(2 H, s ),4.65 (2 H, s ), 6.86 - 7.00 (4 H. m ), 7.54 (3 H. s ), 
8.01 (2 H, s ), 8.87 (1 H, s ). 

melting point : 255-257 deg C (crystallization 
solvent :ethylacetate -n- hexane ) 

Working Example 2 67 

benzyl 2- [[4 -methyl -3- (1 -pyrrolidinyl methyl ) - 2 
H-chromene -7-yl ] amino ] - 2 -oxo ethyl carbamate 

[Chemical Formula 4 52] 



107 X*ntz 4-p«^;U-3-(l-eP'Jv-7U> 

5^;u)-2H-':7P/>-7-75>^ffliNT. m^m 1 1 

'H nmr (CDCI3) 5 : 1.78 (4H, s), 2.03 (3H, s), 
2.53 (4H, s), 3.26 (2H, s), 3.99 (2H, d, J=4.8 Hz), 
4.71 (2H, s), 5.17 (2H, s), 5.50 (IH, bs), 
7.00-7,14 (4H, m), 7.36 (5H, s), 7.80 (IH, bs). 

M^: 143-145 deg C ($SB^H^bi§J«:i^Kx^;U 
-n-^+-9->) 



title compound was acquired by doing operation of being 
similar to the Working Example 1 4 -methyl -3- where it 
acquires with Reference Example 107 (1 -pyrrolidinyl 
methyl ) - making use of 2 H-chromene -7-amine . 

<sup>l</sup>H nmr (CDCl<sub>3</sub> );de: 1.78 (4 H, s ), 
2.03 (3 H, s ), 2.53 (4 H, s ), 3.26 (2 H, s ), 3.99 (2 H, d, J=4.8 
Hz ), 4.71 (2 H, s ),5.17 (2 H, s ), 5.50 (1 H, bs ), 7.00 - 7.14 
(4 H, m ), 7.36 (5 H, s ), 7.80 (1 H, bs ). 

melting point : 143-145 deg C (crystallization 
solvent :ethylacetate -n- hexane ) 
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[0368] [0368] 

£{^J^J 1 Formulation Example 1 

(1) ##ff'J 25 "CfSbttfc^b-a 1^ 50mg compound 50mg which is acquired with (1) Reference 

Example 25 

(2) ^<7|— ;^ 34mg (2) lactose 34mg 



(3) 












10.6mg 


(3) 


com starch 


10.6 mg 


(4) 










5mg 


(4) 


com starch (seaweed sheet ) 


5 mg 


(5)7.x7'J>K•7^:^*>'t?A 










0.4mg 


(S) magnesium stearate 


0.4 mg 


(6)*jU7t<+i/y^;nr;up— x*;u'>';7A 20mg 


(6) calcium carboxymethyl cellulose 20mg 










It 

Meter 




120mg 
120 mg 



lw$tlN±I5(lH6)^ S'n Ls lE^JJ^^ffll^ Description above (1) - (6) is mixed in accordance with 
T}Ti$t*4^il-cky s IS^JA^tfbtt^o conventional method ,tablets is acquired by pill-making doing 



making use of tablet machine . 
[0369] [0369] 











Formulation Formulation Example 








50mg 


compound which is acquired with (1) Working Example 1 


50 mg 


(2)^^h-X 






34mg 


(2) lactose 


34 mg 


(3)h't7^Piavil«» 






10.6mg 


(3) com starch 


10.6 mg 








5mg 
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(4) com starch (seaweed sheet ) 


5mg 








0.4mg 


(5) magnesium stearate 


0.4 mg 



(6)*;u7K+v>f^;Hz;up— ;^*;ui/';7A 20mg 



(6) calcium carboxymethyl cellulose 20ing 







1+ 


120mg 






Meter 


120 mg 



«)£ll^^tl^±Ie(lH6)^s#L. m\mmi^ 

[0370] 

1-1 7*>hBiaa^ cDNA PGR 
ai(Cj:*^*vhSLC.l cDNA 

=yyhm^^ poly (A) *RNA(^P— >T-*V^tt)* 

iSiE^JSJSli. ^'^^ RNA PGR ver. 2 ^-vhO) 

m^:l fccfcl/ 2 CD^iS DNA :^^-f "7— Sffll^ 
r PGR ;i ic ^fofco 

mmm spe i <Dmi^t^fk&mwm^^i 
^oiz. 5' ffiijfccfci; 3' miz^^^^opmmm 
(Dmmmm^muLtzo 

Zfv^-^—^ 0.4// M. 0.25 mM dNTPs. pfu (X 
h^^ii/->a) DNA 7K'J^^-if 0.5 //I fccfc 

l;Bm(c#Ma)/^y:77-r^^SlSMl* 50 

/iletUCo 

m^(Dtzif)(DV-^<PMtV—^)\^-^^<P^- 
(/<-:^>x;U-7-a)^fflt>. 94 degC-60 f>(D 
JPf^O^s 94 deg C-60 SJ?s 60 deg G-30 fl\ 72 
deg C- 150 ^'OV'-^PJl^^ 35 \B\m^)&U M,^ 
IZ 72 deg C -C 10 ^J^rBlSf5$-&fco 



Description above (1) - (6) is mixed in accordance with 
conventional method .tablets is acquired by pill-making doing 
making use of tablet machine . 

[0370] 

With PGR method which uses Reference Example 1- 1 rat 
brain derived cDNA ampliiying of rat SLC-1 receptor cDNA 

It designated rat brain derivative poly (A ) 
<sup>+</sup>RNA (Glontech corporation) as template , 
itreacted reverse transcription making use of random primer . 

As for reverse transcription reaction, reagent of [takara ] RNA 
PGR ver. 2kit was used. 

Next it used this reverse transcription product as template , it 
did amplifying with PGR method making use of synthetic 
DNA primer of Sequence Number :1 and 2 . 

In order gene of region which translation is done amplifying 
tobe done in receptor protein , it constructed synthetic DNA 
primer , but in order for the nucleotide sequence to which 
nucleotide sequence which at that occasion restriction enzyme 
Sal I isrecognized in 5 &apos; end of gene is added, in 
addition restriction enzyme Spe I recognizes in 3 &apos; end 
to be added, recognition sequence of respective restriction 
enzyme was added to 5 &apos; end and 3 &apos; end . 

As for composition of reaction mixture , with cDNA template 
5 ;mu 1 , synthetic DNA primer each 0.4;mu M , 0.25 mM 
dNTPs , pfu (Stratagene corporation) DNA polymerase 
0.5 ;mu 1 and buffer which belongs to enzyme , theentire 
reacted amount made 50;mu 1 . 

cycle for amplifying after heating 94 deg G*60second , cycle 
of 94 deg G*60second , 60 deg C*30second , 72 deg 
C*150second 35 repetition, 10 min reacted lastly with 72 deg 
G making use of the thermocycler (Perkin Elmer ). 
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[0371] 

##15>J 1-2 PGR S!K9CD3^^X5K^^7^-^C/) 
##0IJ l-l T*^f^fofc PGR ^(DSfCMtlli 

tll.x^/-;U2t^^?T^j:oT DNA ^llJiRL 

fco 

PGR-Script^^ Amp SK(+)^P— ->^>*vh(7. 
h74^i?->tt)C0^B^IC^^l^. ISllRLfcDNA^ 
:?'7X5K^<7^«— pCR-Script Amp SK0'^"9"^ 
/7P-->^Lfco 

Z;h.^Xvx'Jt7 =]' J (Escherichia coli)XL-l 
Blue(Xh^^^i^->)I^SALTffm$i}^Lfc 

cDNA SAiT>^r*^o^p->^7>ei/g 

>fccJ:i; X-gal ^ ^t; LB S^iSJfect^ -CiiS^L^ 
Sfe^M-r-S^^P-XTJ^^MSLfcO^tife 
^ffll^T^^HtL. ff^meifti* E. coU XL-1 Blue/ 
^*vh SLG-1 ^mzo 

®>i?(7)^p->^7>evy>^#t; lb tgtfer* 

— ^JfetSSL. QIA prep8 miniprep(^Ty>tt)S" 
ffll^•C:^^XSK DNA *ISSL/co 

IBSiLfc DNA CD-a5^ffll^T$IJISP^ Sal I 
tecfct; Spe I lcJ:*«JBr*fT«i:L\ SA^Ftiri^ 
SSSft cDNA Brfrro^i^^^StELfco 

i^^m?\\(0^^^(J)tzlsb(DS.^Z^l± OyeDeoxy 
Terminator Gycle Sequence Kit(/^— +>x;U"7 

f#e>nfc 3 ^P->(DSE5iJ^fi?ffiL±TroiB5'J 
6<$g^^ttTl^>5^^yK SLG-1 ^>/^^M(iH5iJ 
#-^:3)$a— K-r^cDNAiB9lJ(Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 
(1998),accession No. AF08650)(» S'ffllJIC Sal I 

mmm^wmuu 3' miz spe i mmmmf)<it 

5iJS^:4)c 
[0372] 

1-3 ^*vh SLG-1 GHO SBteOitilt 



You verified amplification product , 0.8% agarose gel 
electrophoresis later, with ethidium bromide staining . 

[0371] 

With subcloning to plasmid vector of Reference Example 1- 2 
PGR product and reading of nucleotide sequence of insertion 
cDNA portion verification of amplifying cDNA sequence 

It separated reaction product after PGR which was done with 
Reference Example 1- 1 making use of 0.8% low melting 
point agarose gel , after cutting portion of dope with razor 
blade , doing flaking , phenol extraction , phenol-chloroform 
extraction , ethanol precipitation , DNA it recovered. 

In accordance with formulation of PGR 
-Script<sup>TM</sup> Amp SK (+) cloning kit (Stratagene 
corporation), DNA whichrecovers subcloning was done to 
plasmid vector pGR-Script Amp SK (<sup>+</sup> ), 

Introducing this into Escherichia coli (Escherichia coli ) XL-1 
Blue (Stratagene ), transformation after doing, itselected clone 
which has cDNA inserted fi-agment in LBagar culture medium 
which includes the ampicillin and X-gal it separated 
sterilization it does only clone which displays white * making 
use of Yang branch, acquired transformed host E. coli XL-1 
Blue/rat SLG-1. 

Individual clone ovemight culture was done with LBculture 
medium which includes ampicillin , plasmid DNA was 
manufactured making use of QIA prep8 miniprep ( [kiagen ] 
corporation). 

It verified size of receptor cDNA fragment which it cut off 
with restriction enzyme Sal I and Spe I making use of portion 
of DNA which it manufacturesis inserted 

reading it did making use of fluorescence type automatic 
sequencer it reacted fordeciding nucleotide sequence , making 
use of DyeDeoxy Terminator Gycle Sequence Kit (Perkin 
Elmer). 

Arrangement of 3 clone which it acquires is analyzed and Sal 
Irecognition sequence adds rat SLC-1 protein (Sequence 
Number :3 ) where all arrangement is reported to 5 &apos; 
end of cDNA sequence (Lakaye, B. et al. Biochimica et 
Biophysica Acta (0005 - 2728, BBBMBS ), Vol. 1401, pp. 
216-220 (1998), accession No. AF08650 ) which code is 
done, you verified that it agrees with gene sequence which 
Spe Irecognition sequence adds to 3 &apos; end (Sequence 
Number :4 ). 

[0372] 

Production of Reference Example 1- 3 rat SLG-1 revelation 
GHOcell 
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SLC-l ©±§7S/KiB^J$3-KLs5'fi!llC 
Sal I eS!iB$lJ;!><#ADL. 3' 'lllllc Spe I 

(Cj:o-CffJg$Kg4**lfc E. coli 0<7a->J:y 
Plasmid Midi Kit(4r7^>tt)* ffll^T^^XSK 
^iSSL, $iJKS^ Sail t6J:lf Spe I "CilDBrLT 



-ily-^-h DNA ttSSiacU)^, T^O-xy;U 
C0)'r>-9— K DNA ^ Sal I n^XS Spe I T'9JBi 

L IS ^ iiiffl na ^ :K ffl '< ^ ^ - ^ 7 X 5 K 

pAKKO-lllH(Hinuma, S. et al. Biochim. 
Biophys. Acta, Vol. 1219, pp. 251-259 (1994)12 
WlO pAKKOl.llH i:l^-CD'<^'^->f7X5K) 
lcJn^.T4 7-f'!r-X(S)l3i)$fflt^-C^'r'tr 

pAKKO- SLC-l ^^^L^Co 

pAKKO- SLC-l T'f^RlKgfeLfc E. coli DH5(h 
— 3— 7t<— )^^5^.PlasmidMidi KiK^T^ 
>tt)$fflL^r pAKKO- SLC-l ai-^=77.s.\^ 
DNA ^PigLfco 

Zti^ CellPhect Transfection Kit(7"7i/-VA'77 

iCttoT CHO dhfrlfflJiairSALfc. 

10 // g (7) DNA ^';>K*;U*>'!7 A<i:0^;X® 
jS;^i:L. 24 B^^liric 5 x lO'Sfcli l x lO'<i 
<D CHO dhfrliflSS filSLfc 10 cm *>V— blC 

10%':7i/i&lSltaji$^t? MEM a ^ifeT- 1 B fSi 
t7'>ll&iaK[Ijt$#t?feil^^ MEMfflglfer- 



JiS?igtfe't'T'li5SLT<-S SLC-l CHO $& 
[0373] 

1-4 ±^7«yh SLC-l b-tr:^^-sas 

mRNA CHO/ SLC-l flSflS^M^a) 

1-3 T'^lE^Ftlfc CHO/ SLC-l 56 
— SLC-l 
mRNA Onma Cytostar T Plate(7Ti/-\'A 
77;UT->7/<'l':l-f^a)*fflL\ Sgf*(D^Ph 



2002-1-9 

total length amino acid sequence of SLC-l of rat brain 
derivation where arrangement wasverified with R&ference 
Example 1- 2 code is done» it manufactured plasmid with 
plasmid where gene which Sal Irecognition sequence adds to 
5 &apos; end , inaddition adds Spe Irecognition sequence to 3 
&apos; end is introduced making use of the Plasmid Midi Kit 
( [kiagen ] corporation) from clone of E. coli which 
transformation is done cut offwith restriction enzyme Sail and 
and Spe I cut insert portion . 

After electrophoresis , from agarose gel it cut insert DNA 
with razor blade , nextdid flaking , phenol extraction , 
phenol-chloroform extraction , ethanol precipitation and 
recovered. 

ligation was done this insert DNA in addition to vector 
plasmid pAKKO-1 1 IH (Hinuma, S. et al. Biochimica et 
Biophysica Acta (0005 - 2728, BBBMBS ), same vector 
plasmid as pAKKOl.l IH which is stated in Vol. 1219, pp. 
251-259 (1994)) for animal cell expression which is cut off 
with Sal I and Spe I, making use of T4 [raigeesu ] (Takara 
Shuzo Co. Ltd. (DB 69-053-7063 ) ), protein expression 
plasmid pAKKO- SLC-l was constructed, 

plasmid DNA of pAKKO- SLC-l was manufactured E. coli 
DH5 ( [tooyooboo ] ) which transformation is done after 
culture , making use of PlasmidMidi Kit ( [kiagen ] 
corporation) with pAKKO- SLC-l. 

Following this to protocol of attachment making use of 
CellPhect Transfection Kit (Amersham Pharmacia Biotech 
corporation),it introduced into CHO dhfr<sup>-</sup>cell . 

DNA of 10;mu g was designated as coprecipitation 
suspension of calcium phosphate , 5 x 10<sup>5</sup> or 1 x 
10<sup>6</sup> was added to 10 cm petri dish which CHO 
dhfr<sup>-</sup>cell seeding aredone 24 hours ago. 

1 day culture after doing, pass it did with MEM;al culture 
medium whichincludes 10% fetal calf serum , culture it did 
with nucleic acid uncontained MEM;al culture medium 
whichincludes 10% dialysis fetal calf serum which is a 
selective media . 

colony 56clone of transformed cell which is a SLC-l 
revelation CHOcell whichmultiplies in selective media was 
selected. 

[0373] 

Selection of CHO/ SLC-l cell line where amount of 
expression of Reference Example 1- 4 total length rat 
SLC-lreceptor protein mRNA is high 

Following amount of expression of total length rat 
SLC-lreceptor protein mRNA of CHO/ SLC-lstrain 56clone 
which is establishedwith Reference Example 1- 3 to protocol 
of attachment making use of Cytostar TP late (Amersham 
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CHO/ SLC-1 <*(7)#<7D— Cytostar T Plate 
(D^ well IZ 2.5 X 10' {if OSIILT 24 BlFelS 
«Lfc^. 10%7^;UVU>|CcfeoT$fflB&^@^L 

# well IC 0.25% Triton X-100 S^SnLrSfflBSO) 
Siitt^fciftc^J'S ^^;ULfciE9iJI|-^:5 
0) riboprobe ^AQ^r/\'<:?U^*^X^Fti:fco 

20 mg/ml 0) RNaseA ^ § well ICjPj^T^mW 
riboprobe ^>S^bL. :^b-h^<}:<*;f Lfc^. 
/x-r^f'J-SiVXL/c riboprobe 
Topcounter VM^Ltzo 

ttlt5S14©JIIL>*3!)< mRNA ie3SSA<;iIlNo 
mRNA ^SSMCDiSl^ 3 <7P->(7)4^;b^b. 
[0374] 

##19Jl-5 t h SLC-1 cDNAS#tr3<*^X5Ka) 

mm 

t h IS flea S * cDNA library 
(SUPERSCRIPT™ cDNA Library;GIBCOBRL 
kt)^ s Genetrapper cDNA positive selection 
system (GIBCOBRL tt)<D V-a.T;H::^Ato 
T .7r-V Fl X>K5C<7^T— If^fflt^T. 
DNAlCnick^AtLfc^.Xt/x'JtT =i'J x:^ 

v3^^uT-Hf iiiT?>N<b-rs;ii:i^cfcya*m 

th8&!SBMS* cDNA library iMMLtzo 

Kolakowski Jr.»o(Kolakowski Jr., et al (1996) 
FEBS Lett. Vol. 398, pp. 253-258)(7)$E^lci':5 

^K(accession Na U71092 (D 1434-1451 Icffi^) 
0) 3' M^lZ biotin-H-dCTP ^ Terminal 
Deoxynucleotidyl Transferase ^-ffll^T^iPLs 
biotin <b:i-'Jif5^^b5j-^K$iS$!{Lfco 

1 *mtKte!filiaS*cDNA library 4/ig$95 
deg C 1 ^{SSLfc^s 7k±T*il)^L. biotin 
^b7|-'J:i3^^b^^K 20 ng OlU^. 37 deg C 1 

XhU^hTev>t:-X$ *ax. MAGNA-SEP 
Magnetic Particle Separator (GIBCOBRL 
fflL^T. biotin ^b:l-U=r3^^b;j-^KlC/\>r3^Uy 
-rXLfc 1 *«th)iSjSliaiS*cDNA$m«IL. 



Pharmacia Biotech corporation),like below it measured. 

2.5 X 10<sup>4</sup> seeding at a time doing each clone of 
CHO/ SLC-1 strain in each well of Cytostar TP late, 24 hour 
culture after doing, it locked cell with 10% formalin . 



Adding 0.25% Triton X-100 to each well, after increasing 
permeability of the cell , hybridize it did including riboprobe 
of Sequence Number :5 which the<sup>35</sup>Slabel it 
does. 

free riboprobe digestion was done RNaseA of 20 mg/ml in 
addition to each well, after washing plate well, radioactivity 
of riboprobe which the hybridize is done was measured with 
Topcounter. 

strain where radioactivity is high mRNA expression quantity 
is high. 

From midst of 3 clone where mRNA expression quantity is 
high, theespecially clone number 44 was used mainly. 

[0374] 

Isolation of plasmid which includes Reference Example 1- 5 
human SLC-1 cDNA 

Following human embryo brain derived cDNA library 
(SUPERSCRIPT<sup>TM</sup> cDNA 
Library;GIBCOBRL corporation), to manual of Genetrapper 
cDNA positive selection system (GIBCOBRL corporation), it 
manufactured single strand human embryo brain derived 
cDNA library after inserting nick in DNA making use of the 
phage Fl endonuclease , by digestion doing with Escherichia 
coli exonuclease III. 

biotin- 14-dCTP was added to 3 &apos; end of synthetic 
oligonucleotide (To 1434 - 1451 of accession No. U71092 
equal) of Sequence Number :6 which isproduced on basis of 
report of Kolakowski Jr. and others (Kolakowski Jr., et al 
(1996) FEBS Letters (0014 - 5793, FEBLAL ) Vol. 398, pp. 
253-258 ) makinguse of terminal Deoxynucleotidyl 
Transferase, biotin conversion oligonucleotide was 
manufactured. 

You followed composition , reaction time of reaction mixture 
manual . 

With 95 deg C 1 min temperature-holding after doing, quench 
it did single strand human embryo brain derived cDNA 
library 4;mu g on ice , with 37 deg C hybridize it did with 1 
hour , attachment hybridization buffer including biotin 
conversion oligonucleotide 20 ng . 

Including [sutoreputoabijinbiizu ], making use of 
MAGNA-SEP Magnetic particle Separator (GIBCOBRL 
corporation), it isolated single strand human embryo brain 
derived cDNA which hybridize is done in biotin conversion 
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Kolakowski Jr.bO^^CKolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258)lcS':5 

^K(accession No. U71092 <D 1011-1028 IZ^ 



[0375] 

1-6 mitLfcth SLC-l cDNA^^t:^ 



1-5 -ef#e,*lfc3f^X5K^ 
ELECTROMAX™DH10B™Cells (CXb^hQ 

cDNA SABrfr^^o^P->$7>ei/U> 
X-gal ^^t; LB *^t&ife43r'g#?L. 6 

OOL^T5^illL.ff^St5^(*E. coli. 
DHlOB/hSLC-1 ^^|fco 

il/t7 0^p->^7>ev'j>^^t; LB iStfer* 

-Bftt^SLs QIA prep8 mini prep (^T^l/^t) 
^ffll^T7f^X5K DNA ^ISSJLfco 

^»iB?iJ9i^0fctoa)SfE;i*. DyeDeoxy 
Terminator Cycle Sequence Kit (/^ — ^>x;U"7 



5lJ(iE5iJS-^:9)li. Lakaye b(D$g^(Lakaye, B. 
et al. (1998) Biochem. Biophys. Acta, vol 1401, 
pp. 216-220)ICfcl\r. th SLC-l (DlEJiJ^^t; 
t h ft DNA ia m (accession 

number:Z86090)^ttlCLT^^>h SLC-l t^^m 
^t^;^^fciB?|J<tLr^t^^t^rl^fcth SLC-l 7 

69 ai; 64 75ySl±3KlC^1Jfe=i K>-t?fe>5 ATG 
A< mRNA ±V^^ti>^t^7FLXl'^ho 



Z(7)i25iJ^a-K1-^DNA^^t;:^7X5K(3ck 
}^ S Ic IS Escherichia coli 

DH10B/phSLClL8 ^ IFO fccfcl/NIBH (cSftL 

tZo 

[0376] 



oligonucleotide , following to manual synthetic 
oligonucleotide of Sequence Number :7 which is produced on 
basis of thereport (Kolakowski Jr., et al (1996) FEBS Letters 
(0014 - 5793, FEBLAL ) Vol. 398, pp. 253-258 ) of 
Kolakowski Jr. and others (To 101 1 - 1028 of accession No. 
U71092 equal) with 50 ng as primer , itsynthesized 
complementary strand , made double strand plasmid . 

[0375] 

Reference Example 1- 6 decision of nucleotide sequence of 
plasmid which includes human SLC-l cDNA which is 
isolated 

Introducing plasmid which is acquired with Reference 
Example 1 - 5 into 

ELECTROMAX<sup>TM</sup>DH 1 OB<sup>TM</sup>cells 
with electroporation method , transformation after doing, it 
selected clone which has cDNA inserted fragment in LBagar 
culture medium which includes ampicillin and X-gal the 
sterilization it does only clone which displays white * picking 
with Yang branch, it separated, acquired transformed host E, 
coli. DHlOB/h SLC-L 

Individual clone overnight culture was done with LBculture 
medium which includes ampicillin , plasmid DNA was 
refined making use of QIA prep8 mini prep ( [kiagen ] 
corporation). 

reading it did making use of fluorescence type automatic 
sequencer it reacted for the base sequence determination , 
making use of DyeDeoxy Terminator Cycle Sequence Kit 
(Perkin Elmer ). 

As a result, arrangement which is shown in Sequence 
Number :8 acquired. 

nucleotide sequence which is acquired here as for amino acid 
sequence (Sequence Number :9 ) which code is done, with 
human chromosomal DNA arrangement (accession 
number:Z86090 ) which includes arrangementof human 
SLC-l in report (Lakaye, B. et al. (1998) Biochimica et 
Biophysica Acta (0005 - 2728, BBBMBS ), vol. 1401, pp. 
216-220 ) of Lakaye and others, as origindiffers from human 
SLC-l amino acid sequence which is presumed as 
arrangement which the analogy is done from rat SLC-l, 
Presumption arrangement furthermore ATG which is a start 
codon in 69and 64 amino acid upstream on mRNA , fact that 
it exists has been shown. 

With plasmid which includes DNA which this arrangement 
the code is done transformed host Escherichia coli 
DHlOB/phSLClLS deposit was done in IFO and NTOH. 

[0376] 
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##^Jl-7 thfl&iSllHa*cDNA$fflL^fcPCR 
5£lCd:-|)th SLC-lcDNA <7)lgi|S 



SLC-IDNA iS?ij$#t?:^^7.5K$glS<!:Ls IB 
mm^.lO ti^U 11 O^J$ DNA ■^'y-C^-t 
iB5lJS#:12 i3J:t; 13 0)^^ DNA ;^7'f7— 

^fflL^r PCR a^lcJ:*lgl|iS^■;|^^^^^^T^^o 

mmom^ dna ^th sLc-i(S)i:. 

iH DNA $t K SLC-l(L)t^« Lfc. 



DNA ^7'rv-|*g^tt:SeicP|R**l, 
■5-a)|ig(cjtfiT0) 5' fiiJIC$lJ|SS^ Sal I O 

mmthi&^mwmni^hs ^tz 3' m\zu 
mmm spe I cD^i§i-r^^siB5ij*<#iD$*t§ 
^oiz. 5' fiijfcckt; 3' fiijici-ti^*iO)«ijis»^ 



th SLC-i(S)iiilii(DJgf£;;i«0ilfij$(*, th 

SLC-lDNA IBJiJ^ ^t:^7X5KfilM 5 UU-^ 
fS. DNA 0.4// M» 0.2 mM dNTPs. 

pfuDNA 7K'J.P«7— tf 0.5 JW I fc<fci;P^lcMM 



(/<— 4r>x;U-7-tt)^ffltv. 94 deg C-60 fjXD 
iP[^(7)^. 94 deg C-60 57 deg C-60 ^\ 72 
deg C - 150 #(D-9--<^7;U^ 25 Bi^yalL. 
|w72degC-10«-ftSLfco 

*fc. th SLC-l(L)liflii<DSf5;'«0ife§l5ltl*s t 
h SLC-IDNA lH?lJ$#t?^7X5KilM 5 // U 
^iS DNA ■:fv'i-7 — % 0.4 //M. 0.2 mM 
dNTPs.pfuDNA tK'J .?«7—tf 0.5 //I fc<i:U:S 
mi::#Ma)/^>7r--e.|gSf5Stt 50 jult 
Lfz. 

mm<Dfziiba)-^^<;Mt-*)—^)i-*)-^<7^- 

(/^— 4>x;U-7— 94 deg C-60 IJ>0 
inS^O)^. 94 deg C-60 ft\ 60 deg C-60 fP, 72 
deg C-3 ^^(D-b-'f ^^U* 25 ^m^MU WlW^ 
72degC-10^^ft;gLfc. 

[0377] 

##^J 1-8 PCR ii15!l05:^^7.5K'<'?^-^CD 
■9-:^^p-- >/ft5 J;i;jf A cDNA U^Oi^^ 



2002-1-9 

With PCR method which uses Reference Example 1-7 human 
embryo brain derived cDNA amplifying of human 
SLC-lcDNA 

plasmid which includes human SLC-IDNA sequence which 
cloning is done wasdesignated as template with gene trap 
method, amplifying was donerespectively with PCR method 
making use of synthetic DNA primer of synthetic DNA 
primer and Sequence Number :12 and 13 of Sequence 
Number :10 and 11. 

amplifying DNA of former human SLC-1 (S ) with, 
amplifying DNA of the latter the human SLC-1 (L ) with it 
designated. 

In order gene of region which translation is done amplifying 
tobe done in receptor protein , it constructed synthetic DNA 
primer , but in order for the nucleotide sequence to which 
nucleotide sequence which at that occasion restriction enzyme 
Sal I isrecognized in 5 &apos; end of gene is added, in 
addition restriction enzyme Spe I recognizes in 3 &apos; end 
to be added, recognition sequence of respective restriction 
enzyme was added to 5 &apos; end and 3 &apos; end . 

As for composition of reaction mixture of human SLC-1 (S ) 
amplifying , with plasmid template 5 ;mu 1 , synthetic DNA 
primer each 0.4;mu M , 0,2 mM dNTPs , pfu DNA 
polymerase 0.5 ;mu 1 which include human SLC-IDNA 
sequence and buffer which belongs to enzyme , entire reacted 
amount made 50;mu 1 . 

cycle for amplifying after heating 94 deg C*60second , 25 
repetition, 72 deg C*10 min temperature-holding did cycle of 
94 deg C*60second , 57 deg C*60second , 72 deg 
C*150second lastly making use of thermocycler (Perkin 
Elmer ). 

In addition, as for composition of reaction mixture of human 
SLC-1 (L ) amplifying , with plasmid template 5 ;mu 1 , 
synthetic DNA primer each 0.4;mu M , 0.2 mM dNTPs , pfli 
DNA polymerase 0.5 ;mu 1 which include human SLC-IDNA 
sequence and buffer which belongs to enzyme , entire reacted 
amount made 50;mu 1 . 

cycle for amplifying after heating 94 deg C*60second , 25 
repetition, 72 deg C*10 min temperature-holding did cycle of 
94 deg C*60second , 60 deg C*60second , 72 deg C*3 min 
lastly making use of thermocycler (Perkin Elmer ). 

You verified amplification product , 0.8% agarose gel 
electrophoresis later, with ethidium bromide staining , 

[0377] 

With subcloning to plasmid vector of Reference Example 1- 8 
PCR product and reading of nucleotide sequence of insertion 
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1-7 -cff^fofc PGR m(D&!i^mmt 

0.8 %(Di&m^7iSo-7.^J\.^mi^X^ULs 

its :7xy-;uttai. yj:y-)\^'^out-)\.Am 
dJ,x$/-;U;:tSt$tT<j:or DNA SBilXL 

PCR-Script™ Amp SKO^^P— +*vh(Xh 
^^v->tt)a)^&:^|C^^l^. (UllKLfc DNA ^ 
:^^X5K^^^— pCR-Script Amp SK0-^"9*^ 



Ctl^XvxUtr =3'J(Escherichia coli)DH5a 
competent cell(h— 3— tH— ALTffJMIc 
^Ltz^. cDNAH A»rfr^^O^P->$7> 
evU>fccki;x.gal ^^t; LB S5^igife4^T*S 

litt^ffll^r^iltL. th SLC-l (S)(D}f^«$5l^ 
coli DH5 Of /hSLC-l(S)<!:th SLC-l (L)(7) 
}i^g$E}fttt: E. coli DH5a/hSLC-l(L)^^|y■Co 

1i>t?(7)^P->^7>evU>^^t; LB tSiteT* 
-Bft^SL.QL\ prep8 mini prep(+7y>tt) 
^ fflL^T^^XSK DNA ^mULfzo 

mmUz DNA CD-SU^ffll^rMISP^ Sal I 

fccfci; spe I iCcfe^>^K^ ^T^^^^ If A$^^rL^ 
cDNA BTM-co:^#$S?SgiLfco 

i^SiB5lJ(7)J?l^CDfcto(Z)StBli DyeDeoxy 
Terminator Cycle Sequence Kit(/'?--+>x;U"7 

^#^)4^fc^P->a)i^5^]l^. th SLC-i ilfi^ 
^SISitLTiEJiIS-^ilOfccki; 11 (;)^^DNA 
::^^-fT-Tiiitii^ti^^^ dna BE5ij(iS5iJ§ 

: i4)io cfei; t h sLc- 1 mB^^mmtLxmm 

#-^:12 fccki; 13 CD^^ DNA T*ii 
il§^F+l^-<^ DNA iH?iJ(iE5lJS-^:15)IC^tl^^ 



[0378] 

1-9 1 h sLc-i(s)^?a cHo SHflafccki; 

t h SLc-i(L)iis CHO aBflSrof^S 



1-8 T*iE5iJA<5ii2^F*l/-::th SLC-KS) 
<t. th SLC-l(L)A<SA^ttfc3^^XSKlC^o 
TlfJMic^*+lfcE. coli(D<7P— >J:y Plasmid 
Midi Kit(+7y>a)$fflL^T^7;^5K^iSi! 



cDNA portion verification of amplifying cDNA sequence 

It separated reaction product after PCR which was done with 
Reference Example 1- 7 making use of 0.8% low melting 
point agarose gel , after cutting portion of dope with razor 
blade , doing flaking , phenol extraction , phenol-chlorofonn 
extraction , ethanol precipitation , DNA it recovered. 

In accordance with formulation of PCR 
-Script<sup>TM</sup> Amp SK (<sup>+</sup> ) cloning kit 
(Stratagene corporation), DNA whichrecovers subcloning was 
done to plasmid vector pCR-Script Amp SK 
(<sup>K/sup> ). 

Introducing this into Escherichia coli (Escherichia coli ) 
DH5;al competent cell { [tooyooboo ] ), transformation 
afterdoing, it selected clone which has cDNA inserted 
fragment in LBagar culture medium whichincludes ampicillin 
and X-gal it separated sterilization it does only clone which 
displays white * making use of Yang branch,transformed host 
E. coli DH5;al /h SLC-l of human SLC-l (S ) (S ) with 
acquired transformed host E. coli DH5;al/h SLC-l (L ) of 
human SLC-l (L). 

Individual clone overnight culture was done with LBculture 
medium which includes ampicillin , plasmid DNA was 
manufactured making use of QIA prep8 mini prep ( [kiagen ] 
corporation). 

It verified size of receptor cDNA fragment which it cut off 
with restriction enzyme Sal I and Spe I making use of portion 
of DNA which it manufacturesis inserted. 

reading it did making use of fluorescence type automatic 
sequencer it reacted fordeciding nucleotide sequence , making 
use of DyeDeoxy Terminator Cycle Sequence Kit (Perkin 
Elmer ). 

Arrangement of clone which it acquires agreed to DNA 
sequence (Sequence Number :15 )which amplifying it should 
you do respectively with synthetic DNA primer of the 
Sequence Number :12 and 13 with DNA sequence which 
amplifying it should you do (Sequence Number : 14 ) and 
human SLC-l gene as template with synthetic DNA primer of 
Sequence Number :10 and 1 1 with the human SLC-l gene as 
template , 

[0378] 

Production of Reference Example 1- 9 human SLC-l (S ) 
revelation CHOcell and human SLC-l (L ) revelation 
CHOcell 

It manufactured plasmid human SLC-l where arrangement 
was verifiedwith Reference Example 1- 8 (S ) with, with 
plasmid where human SLC-l (L ) isintroduced making use of 
Plasmid Midi Kit ( [kiagen ] corporation) firom clone of E. 
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L. UV&mm Sal I tS^JS Spe I T^lBf LT-<>-9- 

Za)^>^— h DNA ^ Sal I cfcl/ Spe I T'tJIgf 

pAKKO-lllH(Hinuma, S.et al. Biochim. 
Biophys. Acta, Vol. 1219, pp. 251-259 (I994)ia 
pAKKOl.llH tm-(D^^^—'^y7.Z\^) 

pAKKO-hSLC-l(S)<!: pAKKO-hSLC-l(L)^ ^ 

pAKKO-hSLC-l(S)fc<feU^ pAKKO-hSLC-l(L) 
-X^MU^^Ltz E. coli DH5a(l — 3— 7t?— )S 
Plasmid Midi Kit(4FTy>tt)$ffll^t: 
pAKKO-hSLC-l(S)i: pAKKO-hSLC-l(L)a)"^^ 

ZHX^ CellPhect Transfection Kit(7'7v-VA:77 
iz^^x cm dhfffflaSlcSALfco 



10 /i g CD DNA ^ 'J>K*^Uv't7 Ai:a)*)*S 
S;^i:L.24 B#P0lfIlC5 X lO'Sfcl* 1 x 10* <i 

(D cHo dhfr-aete^iiaLfc lo cm^/^-i^ic 

iO%':7va&!SJla>*^#t;MEMatSlteTM BFbI 
g*?t*ife*T*limLX<«)thSLC-l(S) ji<E^- 

CHO ^fflBSr*fcS}^M$Ei^^flSc^=ia-- 

56 ^P-l/fccfcl/s th SLC-l(L) iH5^-SA 

CHO mmx$>i>mn^^mmo>z:\Q^-6i <? 

[0379] 

#*«IJ 1-10 SLC-l(S)teJ:i;th SLC.1(L) 

mRNA (DmmR0)Mi^i&m=Fmxm9^wo)m 

1-9 T^^Si^ttfc CHO/hSLC-l(S)<* 56 
<7Q— >j3<fci;CHO/hSLC-l(L)<*61 ^PU-lyO) 
mRNA (DSSSaS Cytostar T PlateCTVv-V A 



coli which transformation is done cut off with restriction 
enzyme Sal I and and Spe I cut insert portion . 

After electrophoresis , from agarose gel it cut insert DNA 
with razor blade , nextdid flaking , phenol extraction , 
phenol-chloroform extraction , ethanol precipitation and 
recovered. 

ligation was done this insert DNA in addition to vector 
plasmid pAKKO-1 1 IH (Hinuma, S.et al. Biochimica et 
Biophysica Acta (0005 - 2728, BBBMBS ), same vector 
plasmid as pAKKOl.l IH which is stated in Vol. 1219, pp. 
251-259 (1994)) for animal cell expression which is cut off 
with Sal I and Spe I, making use of T4 [raigeesu ] (Takara 
Shuzo Co. Ltd. (DB 69-053-7063 ) ). protein expression 
plasmid pAKKO-hSLC-1 (S ) with pAKKO-hSLC-1 (L ) was 
constructed. 

pAKKO-hSLC-1 (S ) with plasmid DNA of pAKKO-hSLC-1 
(L ) was manufactured pAKKO-hSLC-1 (S ) and E. coli 
DH5;al ( [tooyooboo ] ) which transformation is done after 
culture , makinguse of Plasmid Midi Kit ( [kiagen ] 
corporation) with pAKKO-hSLC-1 (L ). 

Following this to protocol of attachment making use of 
CellPhect Transfection Kit (Amersham Pharmacia Biotech 
corporation),it introduced into CHO dhfr<sup>-</sup>cell . 

DNA of 10;mu g was designated as coprecipitation 
suspension of calcium phosphate , 5 x 10<sup>5</sup> or 1 x 
10<sup>6</sup> was added to 10 cm petri dish which CHO 
dhfr<sup>-</sup>cell seeding aredone 24 hours ago. 

1 day culture after doing, pass it did with MEM;al culture 
medium whichincludes 10% fetal calf serum , culture it did 
with nucleic acid uncontained MEM;al culture medium 
whichincludes 10% dialysis fetal calf serum which is a 
selective media . 

colony 61 clone of transformed cell which is a colony 56clone 
and a human SLC-1 (L ) gene introduction CHOcell of the 
transformed cell which is a human SLC-1 (S ) gene 
mtroduction CHOcell which multiplies in selective media 
wasselected. 

[0379] 

Reference Example 1-10 human SLC-1 (S ) and selection of 
gene introduction cell line where amount of expression of 
human SLC-1 (L ) mRNA is high 

Following amount of expression of mRNA of CHO/h SLC-1 
(S ) strain 56clone and CHO/h SLC-1 (L ) strain 61clone 
which are established with Reference Example 1- 9 to 
protocol ofattachment making use of Cytostar TP late 
(Amersham Pharmacia Biotech corporation), like below it 
measured. 
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CH0/hSLC-l(S)1*fcJ:i;CH0/hSLC-l(L) 
S-^P— Cytostar T Plate (75fi- well iZ 2.5x 

§ well IC 0.25% Triton X-100 ^'^iBLXW^O 
(J) riboprobe S*n^T/N-<:?Uy'fX^F-t*fco 



20 mg/ml CD RNaseA ^ # well IC]!)Px.TjiMO> 
riboprobe ^m\tU :^U-h$J:<i5fe;f Lfc^, 
/N-f^'jy-fXLfc riboprobe (DttltSttS 
Topcounter "CaflSLfco 



mRNA f£Sfta);SL^ 7 ^D— XDifJA^t). 



[0380] 

#%0|J 1-10 T-#b*lfctH SLC-l fgil CHO $0 
flS^P-> 57 fcJ:i;#%<51J 1-4 ■e^f)*l,fc7':' 
h SLC-l CHO Sfflfla^a— > 44 $fflL^T. 



5 mM EDTA(Xf^U>i?75:/Egi^^)^^JPL 
fc'J>^Ji«±a^^7K(pH 7.4)ICth, tJJ:i; 
^>yh SLC-l 3131 CHO iiffl)!a(lxlO''<i)^i?2l$ 

iiflS<D'<b'VhlC7f>^v;t!.-h/<«:/:7T— (10 mM 
NaHC03 , 5 mMEDTA. pH 7.5)^ 10 ml JDX. 

L/C, 

400 xg T' 15 ^FBlii<i>Lr#t)tlfc±jf^^b 

IC 100,000 Xg r* 1 i^rBl3i'i>u. ig®^i-(D/:3tM 

C(7);5t3S!f^^ 2 ml (DT"V-tr-</<'>yT— [50 mM 
Tris-HCl(pH 7.5). 1 mM EDTAsO.1% BSACt? 
i/jllljtT;U^5>). 10 mM MgC12, lOOmM 
NaCU 1 U M GDP«7*7/V> 5' -H'J^K). 0.25 

mM PMSFpx^;i/pt^;ux;i/7^- ;u:7;i/:t7'i' 

K). Img/ml ^-^7.^'J--^.2Q mg/ml P'f'^^ 
5'>. lOmg/ml >';^-X7;^75K>]lcSSL» 
100,000 xgT- 1 Btrelji'D'Lfco 

^m^tLxm^-^Mzmmir^^uu 20 mi 

T'V-fe'f /<'>:77-|cS>SL» ^J-at^ -80'C T? 



2002-1-9 

2.5 X 10<sup>4</sup> seeding at a time doing each clone of 
CHO/h SLC-l (S ) strain and CHO/h SLC-l (L ) strain in 
each well of Cytostar TP late, 24 hour culture aflerdoing, it 
locked cell with 10% formalin . 

Adding 0.25% Triton X-100 to each well, after increasing 
permeability of the cell , hybridize it did including riboprobe 
of Sequence Number :16 which the<sup>35</sup>Slabel it 
does. 

free riboprobe digestion was done RNaseA of 20 mg/ml in 
addition to each well, after washing plate well, radioactivity 
of riboprobe which the hybridize is done was measured with 
Topcounter. 

strain where radioactivity is high mRNA expression quantity 
is high. 

From midst of mRNA departure amount of expression high 7 
[kuroon ], especially [kuroon ]tum number 7 was used 
mainly. 

[0380] 

Measurement of antagonist activity which uses GTP ;ga 
Sbinding assay of Working Example 1 compound being tested 

membrane fraction was manufactured making use of human 
SLC-l revelation CHOcell clone 57 which is acquired with 
Reference Example 1-10 and rat SLC-l revelation CHOcell 
clone 44 whichis acquired with Reference Example 1- 4, with 
method below. 

Floating, centrifugation it did human , and rat SLC-l 
revelation CHOcell (1 xlO<sup>8</sup> )in phosphate 
buffered saline (pH 7.4 ) which adds 5 mM EDTA 
(ethylenediamine tetraacetic acid ). 

10 ml it added homogenate buffer (10 mM 
NaHC0<SB>3</SB> , 5 mMEDTA, pH 7.5 ) to 
pellet of cell , homogenate itdid making use of Polytrone 
homogenizer . 

1 5 min centrifugation doing with 400 X g, furthermore 1 hour 
centrifugation it did supernatant which it acquires with 
100,000 X g, acquired precipitate of membrane fraction . 

Suspension it did this precipitate in assay buffer [50 mM 
Tris-HCl (pH 7.5 ), 1 mM EDTA, 0.1 % BSA (bovine blood 
serum albumin ), 10 mM MgC12, 1 OOmM NaCl, l;mu M 
GDP (guanosine 5&apos; -diphosphate ), 0.25 mM PMSF 
(phenylmethyl sulfonyl fluoride ), 1 mg/ml pepstatin , 20 
mg/ml leupeptin , lOmg/ml phospho rami Don ] of 2 ml , 1 
hour centrifugation did with 100,000 X g. 

Suspension it did membrane fraction which recovers as 
precipitate again in assay buffer of 20 ml , after aliquot - 80 * 
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Tf^'jzfaifiyymo 96 ^Zfly-HZ^Tv-t-if^ 
y^r-X'^^Ltz SLC-l mm CHO ^IflSHH 
i^mm i:^^Ltz^. DMSO Jt;lS-C**i?Lfc 
3xlO-"*M MCH 2(lUm^(n^!S.\Z^^Ltz^ 
^it-^W^^ 2juK fcJ:i;["S]-Guanosine5' 
-(r-thio) triphosphate(l|— lb^^p°p ^±U) 25 

g/mK [^'S]-Guanosine5' -( r -thio)triphosphate $1 
/"glS:0.33nM)o 



Z(DSt5?S^ 25 deg C 1 BtPel. tS^L^fA^b 
JRJiS^-ti-fc^, '>*^7.7-t'-'l'^-(GF-C)£ffltv-C 
l»?l?>jflL. iF&l=j5fej|i«(50mM Tris-HCl Ii9r 
pH7.5)300// 1 1? 3 liljjfejf Lfco 

^77.:7-r;u^-i-j«t*:i/>^u-^-$ so mi 

ljs*^|3IS$(%H<k°1^«!: MCH ^^taUzt 
#a)«fl«rsi4-DMS0 jtj$$^iaLfct#<7)«i 

-DMSO ;"§;t^^JPLfct^(Dl&W;S1±)xlO0 1 



nl^acDiCsofil^S: 



[0381] 



with retained, eveiytime of use thawing did and used. 

As follows it executed measurement of antagonist activity of 
compound being tested . 

aliquot after doing SLC-l revelation CHOplasma membrane 
fraction 171 ;mu 1 which isdiluted in 96 -hole plate , with 
assay buffer of polypropylene , compound being tested 
solution 2;mu 1 , which is diluted in 3 
xlO<sup>-10</sup>MMC H 2;mu 1 , various concentration 
which are diluted with DMSO solution and 
[<sup>35</sup>S ] -Guanosine5&apos; - (;ga -thio ) 
triphosphate (Daiichi Pure Chemicals Co. Ltd. (DB 
69-059-3439 ) supplied ) 25;mu 1 were added, respectively 
(plasma membrane fmal concentration :20;mu g/ml , 
[<sup>35</sup>S ] -GuanosineS&apos; - (;ga -thio ) 
triphosphatefinal concentration :0.33nM ). 

While 1 hour , agitating this reaction mixture with 25 deg C, 
after reacting, the suction filtration it did making use of glass 
filter (GF-C ), furthermore wash liquid (50 mM Tris-HCl 
buffer pH 7.5 ) the thrice washed with 300;mu 1 . 

liquid scintillator 50 ml was added in glass filter , 
radioactivity which remains wasmeasured with liquid 
scintillation counter . 

binding inhibition rate (%) = (When adding compound and 
MCH , when adding radioactivity -DMSO solution , 
radioactivity ) / as (When adding MCH , when adding 
radioactivity -DMSO solution , radioactivity ) xlOO, IC 
<sub>50</sub> value of compound wascalculated from 
binding inhibition rate (%). 

[0381] 

Result is shown below. 





mmSB (ICutt: nM) 




9 0 


^011 


4 0 



[0382] 

^b^ti(i)s (r)*5J:i;-?-Hba)igi*s g^fc 
MCH §:mw^^^m^^Lxn^).mm&tj: 

[0383] 

[SEQUENCE LISTING] 

<1 10> Takeda Chemical Industries, Ltd. 

<120> Melanin Concentrating Hormone 



[0382] 

[Effects of the Invention] 

compound (I ), (I' ) and those salt have had MCH receptor 
antagonist action which is superior.it is useful as obesity or 
other prevention and treatment agent . 

[0383] 

[SEQUENCE LISTING] 
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Antagonist 
<130>B00261 
<150>JP 11-266298 
<151> 1999-09-20 
<150>JP 11-357889 
<151> 1999-12-16 
<150>JP 2000-126272 
<151> 2000-04-20 
<160> 16 
<210> 1 
<211>32 
<212>DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 

GTCGACATGG 

<210>2 

<211>32 

<212>DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 

ACTAGTTCAG 

<210>3 

<211>353 

<212>PRT 

<213>Rat 

<400> 

Met Asp Leu Gin 
1 



ATCTGCAAAC 



CTCGTTGCTG 



TG 



32 



GTGCCTTTGC 



TTTCTGTCCT 



CT 



32 



He 



Ser Asp 



Gly 
20 



Thr 
5 

Gin 



Ser Leu Leu Ser 



Asp Asn Leu 



Thr 
25 



Thr 

10 

Leu 



Gly Pro Asn Ala 



Pro Gly Ser 



Pro 
30 



Ser Asn 
15 

Pro Arg 
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20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met Pro Ser Val Phe Gly 
35 40 45 



Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Uu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val lie Cys Leu Leu Trp Ala Leu Ser Phe lie Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 

210 215 220 

Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 
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225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala lie Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 



Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210>4 
<211> 1074 
<212> DNA 
<213>Rat 
<400> 

GTCGACATGG ATCTGCAAAC CTCGTTGCTG TCCACTGGCC CCAATGCCAG CAACATCTCC 60 
GATGGCCAGG ATAATCTCAC ATTGCCGGGG TCACCTCCTC GCACAGGGAG TGTCTCCTAC 120 
ATCAACATCA TTATGCCTTC CGTGTTTGGT ACCATCTGTC TCCTGGGCAT CGTGGGAAAC 180 
TCCACGGTCA TCTTTGCTGT GGTGAAGAAG TCCAAGCTAC ACTGGTGCAG CAACGTCCCC 240 
GACATCTTCA TCATCAACCT CTCTGTGGTG GATCTGCTCT TCCTGCTGGG CATGCCTTTC 300 
ATGATCCACC AGCTCATGGG GAACGGCGTC TGGCACTTTG GGGAAACCAT GTGCACCCTC 360 
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ATCACAGCCA TGGACGCCAA CAGTCAGTTC ACTAGCACCT ACATCCTGAC TGCCATGACC 

ATTGACCGCT ACTTGGCCAC CGTCCACCCC ATCTCCTCCA CCAAGTTCCG GAAGCCCTCC 

ATGGCCACCC TGGTGATCTG CCTCCTGTGG GCGCTCTCCT TCATCAGTAT CACCCCTGTG 

TGGCTCTACG CCAGGCTCAT TCCCTTCCCA GGGGGTGCTG TGGGCTGTGG CATCCGCCTG 

CCAAACCCGG ACACTGACCT CTACTGGTTC ACTCTGTACC AGTTTTTCCT GGCCTTTGCC 

CTTCCGTTTG TGGTCA1TAC CGCCGCATAC GTGAAAATAC TACAGCGCAT GACGTCTTCG 720 

GTGGCCCCAG CCTCCCAACG CAGCATCCGG CTTCGGACAA AGAGGGTGAC CCGCACGGCC 

ATTGCCATCT GTCTGGTCTT CTTTGTGTGC TGGGCACCCT ACTATGTGCT GCAGCTGACC 



420 
480 
540 
600 
660 



CAGCTGTCCA TCAGCCGCCC GACCCTCACG TTTGTCTACT TGTACAACGC GGCCATCAGC 

TTGGGCTATG CTAACAGCTG CCTGAACCCC TTTGTGTACA TAGTGCTCTG TGAGACCTTT 

CGAAAACGCT TGGTGTTGTC AGTGAAGCCT GCAGCCCAGG GGCAGCTCCG CACGGTCAGC 

AACGCTCAGA CAGCTGATGA GGAGAGGACA GAAAGCAAAG GCACCTGAAC TAGT 1074 

<210> 5 
<211>262 
<212> RNA 
<213>Rat 
<400> 

GCGAAUUGGG UACCGGGCCC CCCCUCGAGG UCGACGGUAU CGAUAAGCUU GAUAUCGAAU 60 
UCCUGCAGCC CGGGGGAUCC GCCCACUAGU UCAGGUGCCU UUGCUUUCUG UCCUCUCCUC 120 
AUCAGCUGUC UGAGCGUUGC UGACCGUGCG GAGCUGCCCC UGGGCUGCAG GCUUCACUGA 180 
CAACACCAAG CGUUUUCGAA AGGUCUCACA GAGCACUAUG UACACAAAGG GGUUCAGGCA 240 
GCUGUUAGCA UAGCCCAAGC UG 262 

<210>6 
<211> 18 
<212>DNA 

<213> Artificial Sequence 

<220> 

<223> 



780 
840 

900 
960 
1020 
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CAACAGCTGC 

<210>7 
<211>18 
<212>DNA 

<213> Artificial Sequence 
<220> 
<223> 
<400> 

CCTGGTGATC TGCCTCCT 18 

<210>8 
<211> 1275 
<212>DNA 
<213> Human 
<400> 

TAGGTGATGT CAGTGGGAGC CATGAAGAAG GGAGTGGGGA GGGCAGTTGG GCTTGGAGGC 60 

GGCAGCGGCT GCCAGGCTAC GGAGGAAGAC CCCCTTCCCA ACTGCGGGGC TTGCGCTCCG 120 

GGACAAGGTG GCAGGCGCTG GAGGCTGCCG CAGCCTGCGT GGGTGGAGGG GAGCTCAGCT 180 

CGGTTGTGGG AGCAGGCGAC CGGCACTGGC TGGATGGACC TGGAAGCCTC GCTGCTGCCC 240 

ACTGGTCCCA ACGCCAGCAA CACCTCTGAT GGCCCCGATA ACCTCACTTC GGCAGGATCA 300 

CCTCCTCGCA CGGGGAGCAT CTCCTACATC AACATCATCA TGCCTTCGGT GTTCGGCACC 360 

ATCTGCCTCC TGGGCATCAT CGGGAACTCC ACGGTCATCT TCGCGGTCGT GAAGAAGTCC 420 

AAGCTGCACT GGTGCAACAA CGTCCCCGAC ATCTTCATCA TCAACCTCTC GGTAGTAGAT 480 

CTCCTCTTTC TCCTGGGCAT GCCCTTCATG ATCCACCAGC TCATGGGCAA TGGGGTGTGG 540 

CACTTTGGGG AGACCATGTG CACCCTCATC ACGGCCATGG ATGCCAATAG TCAGTTCACC 600 

AGCACCTACA TCCTGACCGC CATGGCCATT GACCGCTACC TGGCCACTGT CCACCCCATC 660 

TCTTCCACGA AGTTCCGGAA GCCCTCTGTG GCCACCCTGG TGATCTGCCT CCTGTGGGCC 720 

CTCTCCTTCA TCAGCATCAC CCCTGTGTGG CTGTATGCCA GACTCATCCC CTTCCCAGGA 780 
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CTCAACCC 18 
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GGTGCAGTGG GCTGCGGCAT ACGCCTGCCC AACCCAGACA CTGACCTCTA CTGGTTCACC 840 

CTGTACCAGT TTTTCCTGGC CTTTGCCCTG CCTTTTGTGG TCATCACAGC CGCATACGTG 900 

AGGATCCTGC AGCGCATGAC GTCCTCAGTG GCCCCCGCCT CCCAGCGCAG CATCCGGCTG 960 

CGGACAAAGA GGGTGACCCG CACAGCCATC GCCATCTGTC TGGTCTTCTT TGTGTGCTGG 1020 

GCACCCTACT ATGTGCTACA GCTGACCCAG TTGTCCATCA GCCGCCCGAC CCTCACCTTT 1080 

GTCTACTTAT ACAATGCGGC CATCAGCTTG GGCTATGCCA ACAGCTGCCT CAACCCCTTT 1140 

GTGTACATCG TGCTCTGTGA GACGTTCCGC AAACGCTTGG TCCTGTCGGT GAAGCCTGCA 1200 

GCCCAGGGGC AGCTTCGCGC TGTCAGCAAC GCTCAGACGG CTGACGAGGA GAGGACAGAA 1260 

AGCAAAGGCA CCTGA 1275 

<210>9 
<211>422 
<212>PRT 
<213> Human 
<400> 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 



1 



10 15 



Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Tip Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Tip MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 
100 105 110 
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Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He lie Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Tip Cys Asn 

130 135 140 

Asn Val Pro Asp He Phe lie He Asn Leu Ser Val Val Asp Leu Leu 

145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu lie Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 



Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 



210 



215 



220 



Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Tip Ala Leu Ser 



225 



230 



235 



240 



Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Uu He Pro Phe 



245 



250 



255 



Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 



260 



265 



270 



Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 



275 



280 



285 



Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 



290 



295 



300 



Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 



305 



310 



315 



320 



Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 
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325 330 335 

Cys Trp Ala Pro Tyr Tyf Val Leu Gin Leu Thr Gin Leu Ser lie Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 

370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly G\n Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 



<210> 10 
<211>31 
<212>DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 

GTCGACATGG ACCTGGAAGC CTCGCTGCTG C 31 

<210>n 
<211>31 
<212>DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 

ACTAGTTCAG GTGCCTTTGC TTTCTGTCCT C 31 
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<210> 12 
<211>33 
<212>DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 

AGTCGACATG TCAGTGGGAG CCATGAAGAA GGG 33 

<210> 13 
<211>33 
<212>DNA 

<2 1 3> Arti ficial Sequence 

<220> 

<223> 

<400> 

AACTAGTTCA GGTGCCTTTG CTTTCTGTCC TCT 33 

<210> 14 
<211>1074 
<212>DNA 
<213> Human 
<400> 

GTCGACATGG ACCTGGAAGC CTCGCTGCTG CCCACTGGTC CCAACGCCAG CAACACCTCT 60 

GATGGCCCCG ATAACCTCAC TTCGGCAGGA TCACCTCCTC GCACGGGGAG CATCTCCTAC 120 

ATCAACATCA TCATGCCTTC GGTGTTCGGC ACCATCTGCC TCCTGGGCAT CATCGGGAAC 180 

TCCACGGTCA TCTTCGCGGT CGTGAAGAAG TCCAAGCTGC ACTGGTGCAA CAACGTCCCC 240 

GACATCTTCA TCATCAACCT CTCGGTAGTA GATCTCCTCT TTCTCCTGGG CATGCCCTTC 300 

ATGATCCACC AGCTCATGGG CAATGGGGTG TGGCACTTTG GGGAGACCAT GTGCACCCTC 360 

ATCACGGCCA TGGATGCCAA TAGTCAGTTC ACCAGCACCT ACATCCTGAC CGCCATGGCC 420 

ATTGACCGCT ACCTGGCCAC TGTCCACCCC ATCTCTTCCA CGAAGTTCCG GAAGCCCTCT 480 

GTGGCCACCC TGGTGATCTG CCTCCTGTGG GCCCTCTCCT TCATCAGCAT CACCCCTGTG 540 

TGGCTGTATG CCAGACTCAT CCCCTTCCCA GGAGGTGCAG TGGGCTGCGG CATACGCCTG 600 
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CCCAACCCAG ACACTGACCT CTACTGGTTC 

CTGCCTTTTG TGGTCATCAC AGCCGCATAC 

GTGGCCCCCG CCTCCCAGCG CAGCATCCGG 

ATCGCCATCT GTCTGGTCTT CTTTGTGTGC 

CAGTTGTCCA TCAGCCGCCC GACCCTCACC 

TTGGGCTATG CCAACAGCTG CCTCAACCCC 

CGCAAACGCT TGGTCCTGTC GGTGAAGCCT 

AACGCTCAGA CGGCTGACGA GGAGAGGACA 

<210> 15 
<211>1283 
<212> DNA 
<213> Human 
<400> 

AGTCGACATG TCAGTGGGAG CCATGAAGAA 

CGGCAGCGGC TGCCAGGCTA CGGAGGAAGA 

GGGACAAGGT GGCAGGCGCT GGAGGCTGCC 

TCGGTTGTGG GAGCAGGCGA CCGGCACTGG 

CACTGGTCCC AACGCCAGCA ACACCTCTGA 

ACCTCCTCGC ACGGGGAGCA TCTCCTACAT 

CATCTGCCTC CTGGGCATCA TCGGGAACTC 

CAAGCTGCAC TGGTGCAACA ACGTCCCCGA 

TCTCCTCTTT CTCCTGGGCA TGCCCTTCAT 

GCACTTTGGG GAGACCATGT GCACCCTCAT 

CAGCACCTAC ATCCTGACCG CCATGGCCAT 

CTCTTCCACG AAGTTCCGGA AGCCCTCTGT 

CCTCTCCTTC ATCAGCATCA CCCCTGTGTG 

AGGTGCAGTG GGCTGCGGCA TACGCCTGCC 



2002-1-9 

ACCCTGTACC AGTTTTTCCT GGCCTTTGCC 660 

GTGAGGATCC TGCAGCGCAT GACGTCCTCA 720 

CTGCGGACAA AGAGGGTGAC CCGCACAGCC 780 

TGGGCACCCT ACTATGTGCT ACAGCTGACC 840 

TTTGTCTACT TATACAATGC GGCCATCAGC 900 

TTTGTGTACA TCGTGCTCTG TGAGACGTTC 960 

GCAGCCCAGG GGCAGCTTCG CGCTGTCAGC 1020 

GAAAGCAAAG GCACCTGAAC TAGT 1074 



GGGAGTGGGG 


AGGGCAGTTG 


GGCTTGGAGG 


60 


CCCCCTTCCC 


AACTGCGGGG 


CTTGCGCTCC 


120 


GCAGCCTGCG 


TGGGTGGAGG 


GGAGCTCAGC 


180 


CTGGATGGAC 


CTGGAAGCCT 


CGCTGCTGCC 


240 


TGGCCCCGAT 


AACCTCACTT 


CGGCAGGATC 


300 


CAACATCATC 


ATGCCTTCGG 


TGTTCGGCAC 


360 


CACGGTCATC 


TTCGCGGTCG 


TGAAGAAGTC 


420 


CATCTTCATC 


ATCAACCTCT 


CGGTAGTAGA 


480 


GATCCACCAG 


CTCATGGGCA 


ATGGGGTGTG 


540 


CACGGCCATG 


GATGCCAATA 


GTCAGTTCAC 


600 


TGACCGCTAC 


CTGGCCACTG 


TCCACCCCAT 


660 


GGCCACCCTG 


GTGATCTGCC 


TCCTGTGGGC 


720 


GCTGTATGCC 


AGACTCATCC 


CCTTCCCAGG 


780 


CAACCCAGAC 


ACTGACCTCT 


ACTGGTTCAC 


840 
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CCTGTACCAG TmTCX:TGG 
GAGGATCCTG CAGCGCATGA 
GCGGACAAAG AGGGTGACCC 
GGCACCCTAC TATGTGCTAC 
TGTCTACTTA TACAATGCGG 
TGTGTACATC GTGCTCTGTG 
AGCCCAGGGG CAGCTTCGCG 
AAGCAAAGGC ACCTGAACTA 
<210> 16 



CCTTTGCCCT GCCTTTTGTG 

CGTCCTCAGT GGCCCCCGCC 

GCACAGCCAT CGCCATCTGT 

AGCTGACCCA GTTGTCCATC 

CCATCAGCTT GGGCTATGCC 

AGACGTTCCG CAAACGCTTG 

CTGTCAGCAA CGCTCAGACG 

GTT 12 

<BR> 
83 



2002-1-9 

GTCATCACAG CCGCATACGT 900 

TCCCAGCGCA GCATCCGGCT 960 

CTGGTCTTCT TTGTGTGCTG 1020 

AGCCGCCCGA CCCTCACCTT 1080 

AACAGCTGCC TCAACCCCTT 1140 

GTCCTGTCGG TGAAGCCTGC 1200 

GCTGACGAGG AGAGGACAGA 1260 



CAAAAGCUG AGCUCCACC CGGUGGCGG CGC<BR>UCUAGC CACUAGUUC GGUGCCUUU 

G G C C AG 

CUUUCUGUC UCUCCUCGU AGCCGUCUG GCG<BR>UUGCUG CAGCGCGAA CUGCCCCUG 

C C A A G G 

GCUGCAGGC UCACCGACA GACCAAGCG UUG<BRxDP N=0136xTXF FR=0001 HE=045 WI=116 

U G U 



ACAAAGGGG UGAGGCAGC GUUGGCAUA CCC<BR>AAGCUGA UGGCCGCAU GUAUAAGUA 

U U G U G 

ACAAAGGUG GGGUCGGGC GCUGAUGGA AAC<BR>UGGGUC GCUGUAGCA AUAGUAGGG 

A G C A C U 

GCCCAGCAC CAAAGAAGA CAGACAGAU GCG<BR>AUGGCU UGCGGGUCA CCUCUUUGU 

A C G G C C 

CGCAGCCGG UGCUGCGCU GGAGGCGGG GCC<BI^ACUGAG ACGUCAUGC CUGCAGGAU 

A G G G G C 



240 



300 



360 



420 
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(54) [«WO«»] /7r:>3l^*;i/^>JgJriSW 
(57) [giifij] 



Ar'— X— Ar— Y— hC 



(I) 
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lit I] 

Ar'— X— Ar— Y— N^' (|) 

*yttt±«<OlS^-» 1 ;iV^L6 O;^'*— !^-«^ ; Artt4 

2] Y:i5imco^g^»l^:cv^L6©;^-i— 9— 

^ LTV ^-C J:V ^f&*« 1 |B«OSlJ. 

-CfcO. R'^oiu:R^•T?*^i^5B^SS^WLr^^•C>bi 

I**:® 1 umm\. 

r;v^jv^^ ; t Kndfi/ ; e^feSSr^^Lr^^-c^5±^^ 



-Ct> J; V>C6_i4T U -/W-^yWjKn/v ; eiftSSr^r UT 

J;^^C7_l9T7/^+/^-*/^'J<*•f■5 K ;BiftS^*U 
•rv^Ttiv^^#^^*S-;<7/^'l^=5r1^5 K : n- (B 
SIS?:* LTV>-r t i V^C6_i4T i; -/w-;<;/v:*?^/V') 
-N-Cl_6r>'^:^^;^r 5 / ; «lftS*Wt-^:v^Tfc<J;v^ 

LTV ''T t i V ^Ce_l4T !J — /'l'>J?=>'l'^+ 

i/-;&/V/}i;=:/u-Ci_6T;w=3f/v- ; BStSSr* LTV^Tfc 
iv^C7_i977/i'#/i' ; ^SJ^m^S- C,_6T/V3=^ 

L3^B*■LTV^Tt)J;V^7 = =;K tr^a^y/W. 731 

^f-/y/K i;7 3i:^/w-^=3fi^>'y>'K try-:^/w-7 

3i=iyK 7 y/U-7 31— yW, 7'/'V'73i=i>'V/, f-3::=./U- 
73::^/K 'fvKy/K •t7'9^/^-^^•!^i^Tyy/^. 
-<y/77=i>'W-::r^i^i^Tl/y ^y/f-Ji^/W, 

[t»*«8] Ar*>4S. :t=Sfy. fitftS5r*LTV>Tt) i 
'''C6_i4T y -/K t Kndf-i^, C7_laT7/^^/^:t=^E->' 

SSr^rn^m *fcr±2^i#LTV^Tt J;v^f '<y i;^;^ 
/K tf^7i^-/K fnyi^n/K i^'fc Ka i^/V* 
fcfir h 7 1 Kn If y i^/VTfe5S»*]S 1 IS^W^J. 
lfil*:«9l x*5J:t;5YT^$^^5i^»oWT•»l'iv^ 
Leo::^'^— f— -0-, -S-, -co-, -so-, 
-SO2-, -NR^- (R^«7K^S^> /^^y>"^t:$^^TV^ 
Tt,iv^Ci_gT/w=3ryK /^pyv•(t;§t^T^''Tt>J;v^c 
i_6T/w=Jr/U-*/m?=^>'K >'>n yyft $i^TV^Tt) i 
V ^Cl_eT/^*>'^;^-'^* =>'V) S3 i u^Bift 5 tl/T v ^T t> J; 
V ^2ffioCi_6#^i5^^{t:7K9gS*^ fjSrtns inc v> L3^B 

[f**:JSlO] Xi5-CONR**=-s -NR^'Cp-, - 
CH=CH-C0NR«'=-*fctt-SO2NR^''- (R^'' 

1] YAS^^ayWbSi^TV^T't>J:v^2ffi©C 



-2- 



[f|*«l 81 ^ 

[its] 



Ar — X' Ar' — Y-N 



(I") 



l{k4l 



/iV^L4CDS»^:^%-r]T•^$^^5^^ ; X ' M;-CO 
NR^'=-, -NR^'^CO-, -CH = CH-CONR^°- 
* fcl4- S OgNR^"- (R«°tt*^Ig^ 4fcttCi_eT 



Cq C0>.. (X?>. 03 , 

02NH--Cfe5t#. Ar ' tt. ^rJx^ixBSIS?:* 

Hksl 



ex?). Cq 



•J ; X ' ;SS-cONH-, d^oA r ' V, 
(fcfc'U N- [2- (N. N-i?;<^/VT? y) 

/w- 6 — r h 7 y - 4 - tr7 31- y /V'*/V'5j<*-t>- 

91 ^ 

[ft 61 



S^S- ; X ' tt-CONR^=-, -NR^'=CO-*fcfi- 
CH=CH-CONR»*'- (R«°«:7K*II^4fcH:Ci.8 
T/P^ryW^^i-) ; Y(4±^©M?-^ 1 6 w;^ 
;R'*5<tm2(4ra-*/ttt^'toT*^iR^ 
* fc«ii«IS«:* UT V NT J; V N^-fbTK^S Sr*1-*\ 
R^ R^' t ttPSS-r SSlfflS^ t l-eiftSSr W UT V NT 
fcJ;VN-&^|gm^S^J^fiKtTVNTtJ:<> R^«PS-r 
5S^lS^*5imt t -fcl^iSiftS^r^rLTVNTt J:VN 
^2^S^«*}^^tTi/NTt)<tVN, S; 

[ft 71 



Ar'-X' 




y— 



(I'-l) 




$e>»c«ifts«:=fi-UTVNTt>AVN] TS^nsft-e-^s 

(fcfcL. N- [2- (N, N-i^'iX^/UTS/') 
/V'- 6 h 7 y ->'^] -4-lf7 = =!;/V'*/W5j<^f- 
5 K«:l»<) *fctt^:rotS. 
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Ilf*«2o] 



[{b8l 



'V 



(r-2) 



[St*«2 2] ^ 



<OlS^-i:l 'iV^LeiOJX-t— !^-?r ; R^^oJ;m?^l^l^- 
v^T^>J;<. R='i4g!ISi-5S^lS^*5j;Wt ttlcg 
Hbi 01 



Ar'-X' 




Y — N 



(I' -3) 



^41/j:V^L4 0SISSr ; X ' tt-CONR^°-. -NR^° 
CO-*fcH-CH = CH-CONR^°- (R^'=I4 



N- [2- (N, N-v^p'^/i'r 5 /) T'^^/i'-e --r 

<) *fcH^rOffio 
[St*«2 3] 

Ifk 1 1 1 



Ar — CONH 



R^' b i-im^-t^mmm.'i' 1 1> uri^r t j; 

tl*«2 2tli;til^lr^^-t-. ] T?«$Jx5a*S2 212 

S-Cifc>5. R^*3j:U5e-e^SnsemSSrWtTV>T't> 
J: V ^^{b*lgS*s»«l^ Sr^ L-C V ^■C t J; V ^Cl_€T;^dr 

[S»*«2 5l S 

t^bi 2] 



(r-4) 



'tt-CONR^''-, -NR^°CO-*fcH:-CH=CH 
-C ONR«"=- (R^'=f47K^il^-*fc(lCi_6r/W=3f/Vt 

S^i") ; Ytt^^<Dil^^lJiv^L6(0;;^-<-f— 
^ ; R^*3j;t>tR^lll^-*fcll*/ioT7KmS^*fctifi 

Ifki 3] 



CO 



/ 
\ 



(I'-S) 



[t»*JS2 6] ^ 
[{12141 
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\. 



(I '-6) 



S-CfcO. R*^iJ;^J«R2f^$^^5e^feSS^^UTV^T'{> 
[fg^«2 8] ^ 

libi 51 



Ar'-X'- 




Y — N 



' rt-CONR*"-, -NR^'CO-, -CH = CH-C 
0NR«»-*fctt-S02NR««- (R^^fiTKSSllS^-^fc 

6 0;^'<— »J— ; R^ioiUJR^ftll-^fcliM'ioTTk 

R*i:R^tH:g!|gi-5SiSlS^=^ttt-tt«iS*WL 



CO 



Iil*«2 9l S; 



(l'-8) 



' ti-COHJ^"-, -NR^^CO-, -CH = CH-C 
O N R^'' - * fc - S O 2 NR^'^ - (R^" llTK^m^ * 

6©p^'<-1^--Sr ; R^*5J:U^2«l^-*fcli^/ioT7k 
R^tR'^tftSISI-SS^Ii^ttJ-ttglSSr^-b 



(I'-T) 



[<bi 81 




[Sl*«3 0l s; 

[ft 1 9 1 



Ar 



R' -.. 



Y — NC (l'-9) 



' li-CONR^"-, -NR^^CO-, -CH = CH-C 
ONR^-^-^fctt-SOgNR^^- (R^"=(*7Kmm^*fc 

eo;^-^— !J— Sr ;R'doJ;uaefil^-*fc«:*'SoT* 
^H-T-* fz Items Sr^ LT V t i V ^^ft tK^S 

t{b2 0l 



CO 



[S«*3S3 11 ^ 
[ft2 11 
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A^M*al^lSSr*bTV^Tfciv^SIKS* ; X 
'{^-CONR^^-, -NR^^^CO-, -CH = CH~C 
ONR^^-'i fcJi:- S OjNR^^- (R^^f^TK^®^ 

/T^-r36\ R^tR^tf^igSISI-^^^S^tfci-a^*^* 

nb2 2i 




H 



Ilt;ft«3 21 tS*«l 8. 1 9. 2 2. 2 5. 2 6. 

2 8. 2 9. 3 o*fctt3 lm^•fi^^^l^;ll5«^o^k;^ 

tft*3S3 3] tljjt^l 8. 1 9. 2 2. 2 5. 2 6. 
2 8, 2 9. 3 0*fcfl3 lcOV^•f^^;6>l^cE<fecO{b'a* 

[iS*3S 3 4 1 N- [2- (N, N-i^y ^/^T ^ / ) ;^ '^yWG- 

K ; 4'->';V;^n-N-[6"[(N, N-v^p«^/^T 
^ / ) ^ ^/l-] -7, fc K n -2-:J-7 iJ' [1, 1' - 

7 3i:^/v]-4-:>t7/v;S^f'^ K ; 4'-y^/U:tn-N-[6-(l-l:' 

r-'lfy'a.:=i/V]-4-*yV#^i^^ K ;4'-7/V:^n-N-[6 
-[ (N. N-v?;»« ^;ur ^ y ) P« ^/V]-5, 6, 7. 8-7" h 7 fc K 
n -2--^ ^ [X^V-'^y^ —^^1 -^'^ /l^^^ ^ 

K ; (+)-4'-:7/W:^n-N-[6-[(N, N-v^;^ =^/^T ^ / ) 
7^ f-z^J-S, 6, 7, B-'T h 9 b Kn-2-'t 7 [1. 1' - 

lf7 3:n>^w]-4-:3&/i-3K'^f-5 K ; H-'4'-7/V:^p-N- 
[6-[{N, N-i^;^ f-/l-r ^/)/ ^/W]-5, 6, 7, 8-x h 7 b 
Kn-2-"t*:7^ [1, r -tf:7:3lr^;v]-4-;^/^7^^df-i^ 

^ K ; 4' n n-N-[3-[ (N, N-i^;^ ^yVT ^ / ) ;^ ^ 
;v]-2H-;5' p ^ i^-7-></v] [1, 1' - If >^ a:-/^]^-;^;;^^ 

7,8-v^b r-if:7 3i^/v]-4-;«; 

/l^3K:3S^f"^ K ;N-[3-[(i^^^/^^T^/)^^/V]-2H-i:^ 
n y-7-f yW]-4'-:7/l/:^i3 [1. 1' -tf r7x::^/V/]-4-*;V 



7R:3ei^^ K ;4'-:^nn-N-[3-[(v^p<^/^T^y)y5" 
/H-3, 4- V? b V^'2H'i^ n p« /W] [1. 1' - b^^ :r 

/l']-4-;it7/U'7}f:3r-th^ K ; 6-(4-7« h :3e^/:7:nrl/l^)-N-[5- 
7^ 5^yU-6-(l-b°n y v^^/uy ^/U)-7,8-v?b 

lx^/i/]:=:=if-VT^ K ; 4*-i5^nn-N-[7-[(i^7<^ 
;wT$/)p«^/v]-5,6-i?b Kn-3-*y y [1. 1'- 
t^y ai:=^/V']-4-;^/V>3^^f- ^ K ; 4-(4-^nn7:x::i;U) 
-N-[6-(l-b'n y i>r:i/M^/^)-7,8-v^b Kn-2-f 7^ 
U::^yV]-3,6-v^b Kn-l(2H)-tf y i^>'*/W#^1^^ 
K ; N-[6-[(v^;^^/^T^ /)p«^/i^]-7,8-i^b Kn-2- 

:7 u^M -4- (4- /v-:^ n :7 m ::^/^) -1- b'--^ y v 
K ; 4-(4-^ hdei/7 3:::^yU)-N-[6-(l-b' 
n y v^n/P^ ^/V)-5-p« '^^/W, 8-S^b Vtt'2'^y^\^ 
:x>rw]-l-lf-<y i^i^*/v#=^i^^ K ; 4'-7;^:tn-N-[6 
-[2-(l-b'n y i:/:=^;w)3i^;V]-7,8-v?b KP-2-':^y^ 
l/^/^][l,l'-b*7 3i:=^/W]-4-*yU2j^^f-^ K ;4'-iJ'n 
n-N-[6-[2-(l-b*a y v^r:^/^):n^>rw]-7, 8-i^b Kn-2- 

:7 ^ u ri/w] [ 1. r - b^:7 X :=^/u] -4-:<; =aeih :^ K ; 
4' -^5^ n n>N-[2-[(v^p« f^/VT ^ 7 ) ^ ^v'Vl-S. 4-i^b K 
n-2H-l,4— <>'X;^-:3e*9-v^:/-6-i'/W][l. r-b*:7 3:::^ 
;v]-4-:5t;/U#=afi^T^ K ; 4-(4-;' h^i^y 
[5-7^ ^/W-6-{l-b'n y i^cn/l^pi ^yV)-7, 8-i^b Kn-2- 
^7^5^l/:=^/v]-l-b'-<y v^y;^/VJj^=^i/T^ K ; 4-(4- 
^uuyji -N- [6- [ (4-7« 5^/Wl- b--< 7 i^^/V') ^ 
f-/W]-7,8-v^b h*n-2-'ry^ U:^>rV]-l-b'--^y i^^^:^ 
/i^^s^i^T^ K ; 4'-i5^nn-N-[2-[(i^p«^/vr^/)7^ 

f-/H-lH-^ >'r' V-6--f /V] [1, r -b*7 :cr:./l']-4-:^/V 

4<^VT^ K ; 4'-7/W;rn-N-[2-(l-b'D y 
;V)-3, 4->?b Kn-2H-1, 4-^>'X:^^r-y-i;^>'-6--f yW] 
[1, l*-b':7 3iri>rv]-4-*yV2}?^-i/T^ K ; 4*-7/V:tT3- 
N-[5-y f';W6-[(4-;^ ^yWl-t:'^7 i^:=./V) p< ^/l^j-L 
8-i^ b K n -2--^ y ^ [1, r - b' :7 a: =^/V']-A-:^ /V 

4?=^ i/T ^ K ; 4' n p-N-[5-p« f"/W6-[(4-p( f^/Wl 
-b^'-tyiPn/V) p« ^/V']-7, 8-i^b \^u-2-i'y^ U^/V] 
[l,r-b'y^:iin/i.]-4-;«;/V'>}?^v'T^ K ; tfcm-(4- 
^ p n :7 :n -N-[5-y [ (4-^ ^;W1- tf^^ 

p« ^/V]-7,8-v?b Kp-2-^7^' Wcn/Vj-l-b"^ 

y i^y*/U7K:¥vr^ K ; Tfo5f»*«i 8iB4fe<^{k'& 

[0 00 1] 
[0 0 0 2] 
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Sr't>fce>1-wit>l£<^btvCV^5. *fc. y-r^s/h 

(00031 ^ofc*. lEtSSwi^gS • ffelie^Rli>5v^lt« 
:ftai»JS!l©§HI8l5f$E*s*< A»f>ei§lc:iS«)f>*vT*5 9 . 
I'ffitt^ftgtcSlSiMi: LTIi-vv'v K-/W(mazindol):45fti 

H^<0«t*{|i!l«l1-Si8ffc^i*lIIE}«lifc5V^^*itl)t«)ftlJ 

^V- (£tT. MCHtB&IE-f-Sr i: tfcS) 14. U^TU 
Sjfew^/w^^-C, ^n;iif^fflS:^r-r2);ii:;4S*ne>n 

jE1lf-CfcSicfcd>*»Jpb-f. jE«-v>?;^i:it-<T. Sife 

•5 [^'f^^- (Nature) . 396^, 670M. 1998¥] . 

10 0 0 41 T 5 ym^i^t L-c. UTioit-km 

1 ) W098/38156»r ft, jS T 5 o^f K® • ^mm. 




NR ; Qnmms ^mtitcnf^m^hm^^tH) i ^cv^ 

/w-^tif ; mtt0;i:V^U4 ; nttO. l4fcl42T-fo5] 
3) W098/15274iCtt. mWtit^S^^^h. T/W^'/N-f 
Ut2S] 




[^1:2 31 

«r^u ii>5v^ttR^^:R2^4»lS1-5a[*Jl^■i:*^i^li^^ 

-X-Ar (S;4>, =§-iB-^«ltlEi:Pic^*^-r) "e 
•^^ai*S%U BlStt. * -Y-NR^R» (^>f. #IE 

■§-H:*&i2i:i^it«<^*i-) xm^ii^m<Di'\-Kmw^m^ 

U ASi:BSi:-eji^«$tt5i!i^^AWvK-/wS<0 
ttv -X-Ar (^tf. #IB-S-l4S9IHi:l^:tilSr^ 

2) W095/32967H:H:, 5HT1DT>'^' =r=;^ hSttSrW 
[{k2 4l 



T Q 4— (cr*r')«— nr^r' 

■(R')n 

Kt, ArB:7 3.r^/HiifS: ; Xtt-0-*fc»-S- 
^ ; YliCR^R^' - (R^'fiHSr. R^lt-Hfllf^ ; Ztt 
-CH2-4fc:H:-N-^ ; RttHifc(4- (C1-C6) T 
/u^/ui: ■,R^isxm^ti.m:iLVX- (C1-C6) T/v^/w 
jfcifS: ; R'r4H*ifSr ; R*H:7k*'5e4fSr ; intt0)5:V>L. 
2c»SIS:iSr ; qttO^fcfilSr ; ntt0>iv>L4<oSIS: 
^ ; p li 1 /iv^ L 6 (ornMn^ ; t 1 /j:v^ L 4 coSIKSr 

4) EP533266JCH:, SHTIDTV^' r^siJX hg<4Sr*U 

r' r' 
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Ut2 71 

— w^~~^M— r" 

[00 0 5] 

[0006] 
[<b2 8] 



Ar Y— Nf 

IC, ^:Ar'-X- (^tt^rolE^liWIBtl^itM^r^ 

[0 0 0 7] fSJs*). ^mmt. 

1) ^ 
[{b2 9l 

Ar'— X— Ar— Y— mC (I) 

R^*5 J; tJ^2^5 11-4 fc tt^'iC -3 T TK^m^* fifiifta 



3) Ar^;65S^S^*t■tV^Tti^^^«:KS■Cfc*). R 
IB 2) fH«t<D^J : 

Sit* fc»tili^#^^^SSli^ft:7K3!l 1 V ^ t iom3^ 

7) Ar^di, ^^v^ym^ ; = ha ; d.gT^V^^ V^-i^ 
;t-dr'>' ; /ND-^^-fb^JxrvNt t> J:vnc,_6T/w^;u ; t 

->'V':^-dE-> ; r 5 / ; -Ci_6T/l'=3f>'l'T ? / ; i^- 

lJ->'^-:»>'^JK#•!^S K; g«iSSr*t•CV^T>b<tv^C 

t J;v^3?#^^^lgS-*/^5i<=^i^5 K ; N- (gi^lS* 
WtTVN-Ct J;V>C6_i4T !J -/U-:)j/l':^.~/U) -N-C 
i-gT/Udf-ywr 5 y ; «mS5r'frLTV^TtiV^C6_^4'^ 

v^T't)<t^^C6_l4r !J-;w-*>'i'sJ?=-/'W;^=^i^ ; :^=^ 
iOti^ry /J^PjjltftvSB^SSr^rHm 1 ''iV ^ 1 3 <a 
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/K 7 3ir:/U-tf y ^S^:=^yK ^^Wv ^t\^-y 

y— bKn^i/, C^^^QTyjV^JV:t^-y-'^jVif>. 
^ni*fcli2<i^LTl^Ttc}:VNfcf-<y>?::^7K t"-^ 

-^-f— -S-. -co-, -so-, -so 



2-. -NR«- (R^ttTk^iK^. >'^^^>'^k^?J^TV^Tt 
10) X;65-CONR®^-. -NR®'=CO-. -CH = C 



1 1) Y;6>/^^yv{|:$^^Tl^Tt<i:v^2ffiOCl_e#S 
1 2) Ar;6S^ 

[iksol 



1 ) I2^<^)S!J ; 

1 4) pt 7=:^«i«*yw^:^l::igH-rSiKSro^lS • f& 
HESiJ-CfoSfliifBl) EflJ^SiJ; 

1 6) «:ftfli*J^J-Cfc5*aiSl) l5«<O^J: 

17) ;«7=:x?^Ji->/w^:^agtSUt. «R!^f&!S?iiJ. 



1 8) S; 
[fl;3 u 



Ar'— X' Ar' — Y — N 



/ 



(I') 



[{b3 21 



[^f , 

*V^U4©S|gi:iS:^-r]t?S^$n5S* ; X ' tt-CO 
NR°'=-, -NR°"=CO-, -CH = CH-CONR°'=- 



t t ^^JS^ t i> tcgtfe«Sr# LTV >T t) 

t^k3 3l 



•9 ; X ' J)S-CONH-. il^OAr ' if^^»/\^7>^ 

T^^TtJ:^^^r7 3l=!;/^■c/<^^^] -eSSttS^b-^ife 
(fcfc'U N- [2- (N, N-e^^f^ywT?/) .^t^ 



1 9) s: 

[<IS3 4l 
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Ar'-X' 




Y— M 



(I'-l) 



lit3 5] 




S^^Sr ; X ' li:-CONR^°-, -NR^'^CO-'Sfctt- 
CH = CH-CONR«'=- (R^°tt7K#IS-?-*fc»±Ci_e 
T/wdfyvSr^i") ; Y H:i««DS^»: 1 ffV ^ L- 6 o:^ 



(fcfc*L, N- [2- (N, N-i^p'^/V'T?/) 

20) ;^ 
[{ii3 6l 



— N 



/ 



(I '-2) 



[SC*, R^*5j;U5R^f±l^-*fcl4M'fccT7k«ft^-*fc 
R^ i: tiSH^-r S ^^M^ .fc l-»^SSr# t -C V i 

ffiiai 9) tmMmi:^-ro ] -csstbSiftiai 9) ie 

2 1) Ar^;!^5e^S^*t-C^^-C'bJ;v^5?#i^S-t?fc 

5*illS2 0) IS«<o^li^te: 
22) ^ 
Hb3 7] 



<'5J5^IS:1'S<'''U6ot:^^— t^— ; R**^J:t^^^ill— 
^^•CtJ;<, R^«Bi|gEl-5^*iS^*5<tWii:tlii« 
ifeS bt V N-C t J: V ^-^^^^^S ^"C 
iv^, tits A 

[ft3 8l 



Ar'-X' 




Y— N 



/ 



(I '-3) 



«l/j:V>L4(DSiC* ; X' «-CONR«=-, -NR«° 
CO-*fcH:-CH = CH-CONR*°- (R^^tt 



N- [2- (N, N-i^;><^VWT5/') ;>«'?"/V-6— r 

2 3) S; 

Uk3 9l 



Ar — COHH 



Bflfa2 2) tmMmi:^i-, ] ■C^$tl5WIE2 2) 12 

2 4) Ar^;6SBifea^=^ L-r^^-C'biv^3^#l^eS^?^) 
»), R^*3j;UtR^-CS5$n5eift*S:WtTV^Tt>J:v>^ 



(I '-4) 



S*tlia2 3) IS«®^b^ft ; 
2 5)^ 
[-(^4 01 
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Ar' -X' 




Y — n( 



(r-5) 



' fl-CONR*'-, -NR°'=CO-4fctt-CH=CH 




26) ^ 
nb4 2l 



Ar'-CONH— ^^^[^Y — N 



/ 



(I* -6) 



R»*Jj;OtR»ttlSl-*yS:r**nCoT**IS^*fc 



2 7) Ar»*5^11ftSSr*UrV^•C'biV^3r§filS•Cfe 

9. R^*5j;U^=-e^$iiS««iS«r*"L.TV^T^>J;v^^ 

5WI32 6) ia«ro^t:-g-«j ; 
28) s; 
t{k4 3l 



Ar -X' 




r'-.. 



Y-N 



(I' -7) 



'tt-CONR^'=-, -NR^^CO-, -CH = CH-C 
ONR^^'-ifctt-SOaNR*"- (R^f**^lS^*fc 
liCi_6T/i'*/V'«r^1-) Sr : Yd^^roiS^^l ^cv^t 
6(0;^^— ; R^^SiU^R^^ttP-* fc«^/ioT* 

•ri!)\ R'tR'^tttglgf-rS^^K^tfct-iHftSSrWL 
lit4 4] 




fct, X ' ;65-CONH--t?fo5tt, Ar'ftg^SSr 

2 9) S; 
[^b4 5l 



' tt-CONR^"-, -NR^'^CO-, -CH = CH-C 
ONR^=-*fc(i- S02NR«"=- (R°=tt/!k^il^*fc 

6<d:^'<— ; R**Jj:U!R*ttl^-*fcB:ft*o-C7K 

•TK R^tR^t^iigi-rsasgif^t'bi^e^^s^^L 
[{l;4 6] 




3 0) S; 
[fL4 71 
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' lt-CONR®'=-, -NR^^CO-, -CH=CH-C 

l4Ci_eT/w^/wS:^-f) ; Yft^fgoM^l: 1 /.cv^L 
6<D;^'<— 1^-Sr :R^*5it^R^ttl^-*fc»4M'ioT* 

R^i:R^i:(4l?!ia-r5^*Jl^tfcl-Bife«^*b 
[{1:4 8] 

CO , 

3 1) 
litA 91 




'{i-CONR*°-, -NR*°CO-, -CH = CH-C 

ONR^^-ifcit- S OgNR^'^- (R^'=(t7K^)!lT-t:fc 

^-TA^ R* tR^ t (igi^i-s^^n^ t h\cmigim^^ 
l-fbsol 

H 

3 2) BtrEl 8) . 1 9). 2 2). 2 5). 2 6). 
2 8) . 2 9) . 3 0) */cfl3 1) (^V>'f tl/?)^ 1 iCfH 



3 3) ffirEl 8) . 1 9). 2 2) , 2 5) . 2 6) . 

2 8) . 2 9) . 3 0) 4fctt3 1) (?Dl>"ftl*> It-IB 

3 4 ) N- [2- (N, N-v^7« ^/WT ^ 7 ) ^/W6-x h 7 ^ 
^/W]- (4'-;?« h:3ri/lf:7a:n/W4->r/^) 

^ K ;4'-7/v:tn-N-[6-[(N, N-i^;X^;VT^ y)p« 

^/W] -7, 8- b K n -2-^- >^^U:::i/V][l,l'-tf:7:r:n 

/v]-4-*/U'#^if^ K ; 4'-:7/^:^n-N-[6-(l-t'-^y 
:=.;U;^^/v)-7,8-i;?fc Yxi-l-^V^ V^)^'\W. I'-tr^ 
3:^/^]-4-;^;/^4^=3M^^ K : 4'-7>^V':^n-N-[6-[(N. 
N->^7«f'/^T^7)^f'/^]-5,6,7,8-r h^b Kn-2- 
-j-y^u^yuJLl, r-b*>^3i:::^;w]-4-:^;/wi?^f-^ K ; 
(+)-4'-7/l-^n-N-[6-[(N, N-i^p« ^;VT ^ /) 
>'H-5,6,7,8-r h7t Kn-2-^>^^u:=^;v][l. l'-tr:7 
zc^/^]-4-:^;^^^i^^ K ; (-)-4*-:7;V:?^n-N-[6- 
[(N, N-i;^^ ^ / ) ;^ ^/W]-5, 6, 7, 8-7^ h y t K 

n-2-^:7 ^ [1, 1* - tf^ 31 ;:^/i']-4-:^/V2K=¥f- ^ 
K ; 4'-^^np-N-[3-[(N,N-v^7«^/WT^y)p«^/V'] 
-2H-<5^ n W-^/wlLi, r-fcf:7:jir^/u]-4-:^/^7J^^i^ 
^ K ; 4'-:7/W;d-n-N-'[6-(l-b*D y v^:::^/M ^/W)-7, 8- 
b K n -2-:^ 7 ^ u [1, 1' - If :7 ri/i/] -4-* jvif. 
K :N-[3-[(i:;^p*^/^T^/)p«^/V]-2H-^np< 
W->r>^^]'4' [1. V -"^fy 

K ;4'-^'nn-N-[3-[(v^7<^/VT^/)7<^/^]-3, 
4-i:^b Kn-2H-^ n y >'-7--f [1. 1' -tr:7rcrl/^]-4- 
*/^#^i^$ K ; 6-(4-7« bd{^i/:7ziin;w)-N-[5-7«^;^ 
-6-(l-b'*n y ^/V)-7,8-v^b Kn-2-?-:7^ W 

ri/Vjjn^^^VT^ K ;4'-i5^nD-N-[7-[(v^p<^/^T^ 
y)7«^/V']-5,6-v^b Kn-3-^/ y:=i/V][l,r-tf:73: 
::^/^]-4-:j^7/vxK^i^^ K ; 4-(4-i^^ p n 7 3;=ly^)-N-[6- 
(l-b•^ D v^r:.;Vp«^yv)-7,8-v^b Fn-2-:h:7^ U:=: 
/i/]-3,6-v^b Kn-l(2H)-b'*!i v^>';^/v.>^<=3ef-^ K ; N- 
[6- [ { ^/V7 5 / ) 7< ^/H-7. 8-i^ b K n -2-^ y ^ 
ur:i/w]-4-(4-7/v:4-n 7ni:=:/w)-l-b'-<U i^>';^yW7K 
=3ef-^ K ; 4-(4-^ h:arV>^a:::^/u)~N-[6-(l-b-n y 
^yw^ ^;w)-5-p< ^/v-7. 8-v^b Kn-2-^-y^^$^ 

v?>':;S7/U;J?dr1^^ K ; 4'-:7/W:tn-N-[6-[2-(l 
-bfn y i;n/W)ac^;V]-7, 8-v^b Kn-2-^:7^ U:=:/V^] 
[l,r-b*>^in:=:/V]-4-;^7;V7}^ari^5 K ;4'-i:7nn-N-[6 
-[2-(l-b''n y v>^/Wai^/i^]-7,8-i^b KP-2-:^:7^$' 
l^^>'^][l,l*-b^:73irz/v]-4-*/U7K=^rf-^ K ; 4*-i5^n 
p-N-[2-[ (e;^;^ ^/VT ^ / ) ;^ ^/l-]-3. 4-s;^b Kn -2H- 
1, 4-^y X:t=3^^i^ v> [1, r - b*7 :=i/W]-4-;^ 

fVif.^i/T'^ K ; 4-(4-^ h:¥i/:7a.n/l.)-N-[5-^^/V 
-6-(l-lf n y v^r:./U^^/V)-7,8-i^b Kn-2-?-:7^ 
:=./W]-l-br^y v^>^;<;/V2l^^rVT ^ K ; 4-(4-:J^ n p:7 
a::=.yV)-N-[6-[(4-y ^/Wl-b"--<^ i^^/V) ^ f^/V]-7, 8 

X. K ; 4'-i:7np-N-[2'[(v^^f->'V'T^y)y^/W]-lH- 
>'T>'-6-^/W] [1, 1* -tf :73i::i/V]-4-;^7/UaK=^^/T ^ 
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K ; 4' -7yU:;i-n-N-[2-(l-f n V '^=.>Vi. f^/w)-3, 
b Ka-2H-l,4-<i'X;t^f-v^V-6-'1'/V'][l, I'-tf^a: 
=/U]-4-*/V's}<+'>T 5 K ; 4'-7yW;^-n-N-[5-> f'/W 
6t[ (4-;^ '^/U-l-li''<7 v?-/U) ^ ^/W]-7, S-v' t Kn -2 

U-^/W] [1, l'-K'73i=/W]-4-*/l';«?*5^7' 5 
K ; 4' n n-N-[5-;< ^>'W6-[(4-;< ^/V-l-f ^7 
=/W)>'?'/V']-7,8-v't Ko-2-:^7:J' I'-lf 
7 3i=/P]-4-*/W5}?*S^T 5 K ; *fcli4-(4-^ n n 7 
3:=yP)-N-[5-;p« f'/W-6-[(4-^ f-fV-\-y£^7 / 
f-/W]-7,8-i^t Kn-2-t7^ U=/W]-l-f'<i; 
/W;jfdE.iyT5 K ; -CfoSSaiS 1 8) tm.nit'^m ; ^iif 

[0 0 0 8] Ar^-e^$n5 rBgiSS:;^ UTV^Xt i 
v^a^^Sj rsi^Sj tLTll, ^SiSS. * 

[0 0 0 91 r5*fctt6M^§2SSmaj t U-Clt. 

y:d-^i^i/-/K l^y-:^i^, f^t^V, fU^i? 
br!J^^i?>', l.2.4-:^^1^i^r>'-/K 1,3.4-:^ 
drlJ-S^ry-zK l,2.4-f'ri^Ty-/K 1.3.4-'?-T 

[0 0 1 01 r^H^^J^Sj <Dft{!j:^Jt L-Cli, 7 
2-*fctt3-^3ii/K 2-,3-*fcH4-try 

i^/K 2-*fc«3-7y/K 2-,4-^iti-i.5-^ryv 

/K 2-.4-*fcll5-;^-=¥i^v'y/K l-3-*fc{*4- 
fy-yy/K 2-eyi^-/V, 2-. 4-4fc«5-l:fy5 
5^:=:/K l-,2-*/ctt3-f oy/K l-,2-*fctt4- 

-r$yyy/K 3-*fci44-try ^'i^^/K s-w'yf^ 
ryy/K 3-'Cy:t^f-yy/K i,2,4-;*-^f-~:;'Ty 

— yW-S-'t'/K l,2.4-:t=^r•^^i^TJ/-/^-3-'f>'^/i 

[0 0 1 1 1 m^mmmi t lti*. ie^#ii^ 

L< (i2/iVNUii^. $ L.< «2*fcJ43 



[0 0 1 21 SE ri|S-&#SS3^«S5SlRSj t LTii, 
II^*»bS«tv5-<rnii^lrH@£t±(tf9;t«, l~4 

-ry^yyi^. *yyi^. ■<'yv-jv, ^/^^v 
yi-ti^h y v?:^. 7xyf-Ti^v, ^ly^f-i;* 
•t7f'yi^>'. ^^^yyv. -^-yy 
;*>'w^y-/w. ^-*/wj}?yv, r^'yv':^. 7^ 

[0013] ri!i-g-^#05Sj (oMri^mt LTii, i- 

:^y^/^ ; 2—^-7^/1' ; 2-.3-,4-,5-*/ct*8-^ 

y y^rw; i-.3-.4-.5-.6-.7-*fctt8-'f y*y y 

yW; l-,2-,3-,4-,5-,6-*fcli7--f>-Ky/l' ; 1 
-,2-.4-*fcfi5-'f'y'1'>-Ky/W ; l-,5-*fctt6 
-7^7i?=>'^ ; 2-,3-*fcli5-^y^f-y-/w ; 2 
-,3-.4-,5-4fcri6 — <^y^/y'7~f^ ; 2-,4-,5- 
*fctt6-^yy^Tyy/W ; l-.2-,4-,5-*fctt6 
-'<yX'f 5yyy>'^ ; l-,2-,3-*fcJi4-7yi';a-w 

[00141 rji|#|-a-3?#KSj 14, 2<ajJi±(»* L< 
«t2*fc^43^i)ro^#S/!|S*^-&■eiS^LT^^-C. 

UTH:, mtf, ^*IS6/iV^L14 

V, -ty^wfa^i) *5J;a!5/iv^uioft(»* L<I45 

*fc»46M) e)^«^^52*fc«3^@ 

U< »42ffl)-C}|^^$ix55rS^-a-«^ntif*5*lf 

V, :f-7^w'^, tf-y^^v, fy^i^:/, f^5^7 3lV, 

77V, 'i-TV—f^. 'I'y^Ty— /K :^=^r1^y-;K 
-<y:t=^^f-y-/W, l,2,4-:t'JM^5^ry-/K 1,3.4- 
:*-:^rf->:^ry->'K 1.2,4-'9^7'i?Ty-/K 1,3,4-f- 

Ti?Ty-/K ^y y -r y ^y y >-> >- k-/k 
'<>'y5':t73:>', -<vX3^^^f-y— /w, -oy^ry 

-/K '<vy77>'*5ii;5f n— /i,d»6,srfix52*fc 

[0015] r^-a-^SS^Sj 0*^*:{»J t LTI4. 2 
-,3-*fcf44-K'73:=y/> ; Z-il—ry^-^-l. 
lA-^^fi^TV—A'-^-^/V ; 3- (2— ?-7f^/l') - 
l,2,4-::*-'5E^1^i?ry— /W-5 — f ; 3-(2-'<>'y7 
7::i/W)-l,2,4-:t=3rf-v'Ty— T/V ; 3-7a: 
=:/l'-1.2.4-;i-*-y-t?Ty-/V'-5-'1'/P ; 3- (2 — ? 

>'X;«-:^f -y-y y m - 1, 2. 4-;^-=^r•^^i^Ty-y^-5-'r 

; S-CS-'fV Ky/V')-1.2.4-;*-*f-i?ry— 
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- >< ; 3- (2-^ K y /W) - 1, 2, A-:t^'9' 
/v-5--r/v ; 4-:7a:^/u^T>^— /w-2— ; 4- (2 

r>^— f/i^ ; 5-:7a:3:l/^:t=^1^v^-/^-2-^ 
; 4-(2-f^:nr^/^):7 3::=:/V ; 4- (3-^^:=^/^) :7 i 
; 3~ (3- y y a: ri/V ; 4- (3- b** U 

3. 4-:*-:^lJ-v^T>^-/V"2->f /V ; 4- (2— f^'^yV) 7 

7:n::^/V; 5 - 7 irrri/l'- 2 - y i^'/l^ ; 2->^3:::^/V 
-5-t*y ^v^^yW; 4-(4-f y v^/^):7 3::n/^; 2 
-7ai::i;w-l,3-;t-=^f'y^-yv-5->f/W; 2,4-i;^:7 
31^/^-1, 3-:;i-^1^:/— /u-5-^/u ; s-y'ain/v- 
yrt-^f-y— /V-5-^/V ; 5- >^x^/V- 2 -7 y 
; 4-(2->^y/W):7:iij:i/W ; 3~ (4-t:'yv?/^) 
nyyi-/^if;65^Jfe>n5o 

[0 0 16] sstsufc r^^sissj o*;&--et. r^ig 

1 4(D^SS;4fctt3li^#a^Si^M[:7K^;55 2*fc 
^-l^@?rl^V^fc» (»*L<t*2-,3-^fc(^4-fc*7ai 

^y;^;4,4'-'ry^:7zii:=:/w/jiif) J isii; r^^^e 
)iv^Ll 4(D*S^4fctt«|'&#asy^S:K^{k7K^t 

->'ai:=^/U-3-b*y v^/K 5 -:7ac:::^/W-2 -b*y 

10 0 171 r#^§j^s^^t^{k7k3SSj t LTtt. 

Tli:. v-i5^n:/nlf/K v'lJ^n:/^/^, ^/j5^n^>^ 
/K i/iJ^n:*->5'f*/V 

[0 0 181 r^^^j^^^sSj i: UTJi. «3J;ttf. 



yy>^. ^ \fy:/^}V, \fyV^)i^>. 

f->^-/K t'^yv^V. X h^t: Knb-y>?:/, i^b K 

nfyc^^^, fcf^^i^:^. ^/I'j^y^^. ^j^-^e/pT^y 

T^h^b Knb-y ^v^y. T h7b Yu\f^)^^J 

< ^i2/J:v^ uss:. ^ h\cui^ l< tt2*fcJi3«^)# 

-4i@) $^^tp9/^v^ L14*. L< f:i9*fcli;10M<^)li 

tt, v^b Kn-O-yy^^^. v^b Kn-<:xX-< ^^^>^- 
/K ^:^b K^-<yX:^-:^^1^>^— yK "^b Kn^:xyf'T 
i^b Kn^:/X^ y^T>^-/K i^b Kn':f:7 
h[2,3-b]^:*-:7 3:^/, X h^b Yrt-fV^J y V. 7^ 

h7b Kn^y y^^, -Y^^Ky y^vKy V, x 

b7b Kn^y :^1^y V, -r h^b Kn^m-^-^-h y 

^^r-y-b Kn^^oiy^Ti^V, ^^rf-b Kr2:7:ny 
:3ri^i^>^. X h9b Vuy^y^y^^ y-VyMV^^y 
^yi/:^. x by b Kn:^r't-y y xbybKnW 
y y X h 7 b Kn :«;/W'?y— t h y b Kn - 3 
-:j&/W2py r hyb KnTiJ^ yi?v, r byb Kn 

y i;?:=./U ; tf^y i^criyv ; b^n y i^;=.;v ; i^b Kn bT y 
v^/w ; X h y b Kd b' y i^/v/^ if) j 4 tv\ 
[0 0 1 91 Ar^-T?^^tl5 rB^S^;irtTV>Tt>J: 

v>SttSj tc*5it5 rgjfesj turn. fix.H!;d-=¥ 

y. ^^Nnyyjss^cfi^L yym. mm. B^mti 

T/v^;v(0ij, yoiy :^v'y ^/W^if), q.eT/w^^yp— 

^6-14^ -/l^-C2_6T/V>Jr^/l^(«?y. y f^/vy :3in/lx:t 

X :=./^Ji if ) . o ^ v<k ^ ixr V ^r t ct V ^C3_6 ^> n 
T;w^/i^. n y vfl: ^ i t> J: i ^Ci_eT/u::3 d?- 

^S^*tTV^r^><J;V^C7.^9Ty/^=3r/W bKn^^s^ 
i^. fi«ISS^*Lr^^•Ct>J:v^Ce-l4Ty-/^:t^fi/. 
ei^lS^#LTV>Tfc J:V>C7_i9Ty/W=a^/V:^^V. « 
^a^WLTV^Tt J:v^C6.l4Ty-/^-;^7/w^^^ 

T^y. T^y-Ci_e^/^=^/w(f!). T ^ y y 5^ 
r^y^if^/K T^y:/nb'/K r^j:f^)vti 
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[0 0 2 01 4fc. Ar'-C/T^^ixS T^i^Sj 

ry-yK ■^&S?:^l'LTV>-C^><tv^5/<^^/^L10ft5^S 

^BgiSS:^LTV^rt><tv^Ce.,4Ty-y^J fci 
^jSjftss^«'LTv^-cfcJ:v^5<^v^LlO*5^«K«^ 

/i-^yuj tLTtt. ^Jx.tf. l*V>L5ffl. »S L<ttl 
/^V>L3{SO/>ny>'IS^(«»J, 7 5^^, 3 

7/l';tc3^f'/K 2->^n^ac^/v, 2,2,2- h 

3.3.3- hy7yu:*-n:/n If /K ^fyT'DtT/K 

/K 4,4,4- h y 7/W;^cr:/^/K >ry:/f-/K sec-T" 

^^/K 5,5,5- h y y/l-:^n^>'^/K ^^i^/K 6. 
6,6-hy 7y^:?hn-.^i^/l./j:if;5S^ff e>n5o 



[0 0 2 21 S9IB ^y^^yx^k$^^TV^Tt<fcV^C3^i/ 

i/^DT'olfyK i/^^ny^/K i^iJ'o^:^^ 
LTfi. i/iJ'nT'nlf/W, i^^u^^/U^ ^y^u^:^^ 
2,2,3,3— r h 7 7/W:^n->^n^>'f'/K 4-^nD-> 

[0 0 2 31 tifie ^/^^y>'>(t;$^^Tv^T^><fcv^Cl_67 

=3e^Wjrif)Jt^;65^if tnSo ;irft^0»Jt LTfi. 

dj^i/, ::^h:^V. 2.2,2- h y 7/U;**n3:h:^>>, T'n 
3!f:3eiy, ^y>^a7K=^v-. ^h^V. 4,4,4-hy:7/V 
:tnyh*v-. -fy^^h^^rV. sec-:/h:^v^. 

[0 0 2 41 «rlB ^/^^y^^^k§i^TV^T^)iV^Cl.e7 

^^l;iv^L3^Bo/^ay>'m^•(^?y. y^^. ai^. :R 

'fxi\f;v^^^ -fy^^ 

p«^>'vf-:^. ^ii^/V'^;**. T'nif/u^sf-, ^y:^PK"/v 
4,4.4- h y :7;^^^:/^/^^2^, 

[0 0 2 51 SJE ^fi^SS^;^tTV^Tt>J:V^C7.l9r 

^yi^y'K v^:7 3^ri;vy by 

/K 2,2-v^:73:^/V3i^/K 3-y^3i:=:/U7'n tf;K 4 

[0 0 2 6J tfllB ^ttg|S5:;#UTV^Tt J:V>C7_i9r 
y;v^;v\ jcfcltS TB^gj t LTft. /m^ 

3_e ^> ^ o T/W^/l^. n y :yit $ tuT V ^T <> i V ^Cl_6 
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m. ^^/^T^/, ai^/UT^y. T'obVl-T^:/. 

^^-fny^fx^r^j. ^^rf^r^rxj. ^^/^;^f-/wT^ 

r ^ / :3i^>'V/c^ if ) . ^Z^^/V-s j^/V/K^rV. */W^^ 

if), ^y-Ci^6^/v=^/w-;^7/W'<^^/u(^?iJ, p^^/^;^ 
/w-^^-Y/v, j:.^/w*/w<'=e>r/w?Sif). i^-Ci^gTyv 

^;V;t7;W<^-r/K ^/^:;&/W"^^^>'l//.^ if) , 

j^/U^^rii/UT^/. :3^^/V:^>'W7j^:=>'VT^y*if). C 

/^y -r if) . Ci_6T/l-=3 =3^^/- 

^iy(^J. y h^^/*/VJ}<^/V:t^iy. :n hdf.v':^/^;^^ 

;W7R^;l^;t=3rV';iif). ^ y -Ci_eT/U*/V-:^/W^^ 

;w^^y( ;vir^i/f^ if) , v^-Ci.gT/v^^yv-^/w^^ 
^/V^^i^ms i^y^/V^/Vz-^^^f/Vrt^V, i^^Ji^ 
/V^;w<?^^;w:^^riy^<t if) l^t^mihfh^. ■JfeS 

[0 0 2 7] rr-C, ^/^Dyy{b$^^Tv^Tt)<]:v^c 
i-e^^^^^^^'^J - ^/^^^:/>f[:$^^Tv^-ct><tv^C3^6iy 

[0 0 2 8] tftE r/Npy>{k$JxTV^T>bJ:V^Ci.e^ 



^^7^?^j:^f)^WbTV^Ttct^^Cl_6r/^^ 
/K T'n/^V^T/K :/i5^y^/K ^^i^^y-^/K ^^iJ" 

y>r/^?iif;55^jf?>nSo 

[0 0 2 9] SftIB r/Nnyv>ft^ttTV^Tt>J:V>Ci_eT 
a^^ltf*^f)S^WUTV^TtJ:v^Cl_eTywd^ 

>rv>^/i..-^^/v/j:if);^^ifd5^{f e>ixSo i: LT 

-Mx-tfy^/i^;^/!^^— v^:7;ix:tt3y 

^/W;^;V7^::iyK 4.4,4- h 1^ 7/W:^n:y'^;l/J^/W2j^::^ 

[0 0 3 0] BfrlB ^/^^y:^^t:$i^Tv^Tt>iv^Cl.e'?' 

mm. 3^^/«^if)^^bTv^Tt>J:v^Cl^6 

^^T^K. >^i5^:^T^ K?Sif)/£if;6SWe>ti5o *«c 

So 

[0 0 3 1] m ^a^feS^^*bTV^Tt>J:v^C6_l4r 

Ttt. y^a:::!/^;*-:^^^/. 1 -^:7^/w:t^iy. 2 

--^7^/W:^:^V/.eif;6S^tf ibixSo BtllB rgglSSr* 

7-1977/^=^/^*=^^^] i: UTfl. mpL\i. ^>^J^^vir 

y :7:nr^/wyf'/v:t=^v'. l-':^"7^/wyf'/^:t=^iy. 2 
-^h^f-zwyf-zW^r^^i/x 2,2-i^73::=^/W:3i^/I/:t=^E^ 
i/. 3-73in;W:/n bVV:^-^^'. 4-7 3:r^/wyf^/V:t 
^i/. 5-:7:rn/v^>'^/V:t:¥iy7iif:d5^tf btlSo 
[0 0 3 2] flia WS^^#LTV^T^> ctV>C6.i4T 

y-/^-:*/w<^^/H (c*5tt«) rc^.i^ry-zv-:^ 
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[0 0 3 3] mm ^ttg|S^:WtTV^Tt<tV^5?iV^L7 

r«i$ISj ^LTi^. m^n. :t^y. y^^^Xtiti 

J: V ^Ci_6Tyu^/^;^ c:^/^. B8iS W U T v ^ T t i 

/W/jfcz/v, e^SSr^ LT V ^T t J: V >5<t V ^ L10fl3S:« 
\f^Vi^y. \f^yiP=:^/K trnyv^ji^yK i^t 

(0 0 3 41 rr-T?, ^y^p>>^>{|:$^^T^/^rfc<£v^c 
tLTtt. -ttumWE rB«IS«:ffLTV>T 

=^/u-:jt7yW7}?^/V'j , ^/^ay>'{b^^^TV^rt><]:^/^C 

[0 0 3 5] rBg|SS^*LTV^Tt>ctV>Ce-l4^1^- 

if;d5$fitv\ m ^BmSSrWbTV^TtJ:v^Ce-l4^ 
y-zwj ic;ioits rgg^Sj tLX\^. gijis rg^sSr 
WUTv^T^> iv^c^.i^r^/w^^/H m^jjts tb^ 

[0 0 3 6] ^gg|S^:^UTV^T^> J:V^C6_i4Ty- 



Tt><tv^C6,i4T»J-yV'-;t7/U2K::iyi'j lc*3«t4 rgg^ 

<fll«v^L3^i-e^>5o &^m&-d^2mu±<om^. ^ 

BglSltP-TfcoT{>S?^^oTV>Tt>J:v\ 
[0 0 3 7] ^aglSS:^LTV^Tfc<^:v^5?iv^L10M 

J[S^^Dit;K^J^^;^l-e>S«^^51*fc«:2a. »^L< 

^*fctt2S^^#SlS^SS;65^tf bnSo Mct^mc 
II. -Wx^fix 2-*fc«:3-^3ir:yV; 2-.3-*fc«c4- 
l^y v^/l- ; 2-^fcl«->' y/W ; 2-,4-^fcf^5-^T 
:/ ]) ; 2-,i-i^tz\^5-:t^^y V ; l-,3-'ifc 
J*4-fc:'7>/y/W ; 2-\fyi^=^;\^ ; 2-.4-;ifcf«-l:^ 
y ^i;^::^/!. ; l-.2-*fctt3-t^py/W: l-.2-*fc 
It4->f ^^yy;V; 3-*fcfi4-t:"y ^^i^n/u ; 3--f 

y^ry^y/v- ; 3— r y;^-^f-y y/w ; i,2,4-:^=¥f-v^ 

T/-/W-5->r/^ ; 1.2,4-:t^f-v^T>^-/^-3--Y 
; 2- 3-,4-.5-tfctt8-:^y y ; 1-.3-.4-. 
5- 6- 7-*fcl«-'^'y^y y^^; l-,2-.3-,4-. 
5-, 6-4fc(17-^ >^ K y ; 2-, 4-4fcl:i5— T 
y>r VKy/i- ; l-,5-'i}t6-7^7v^:=-/^ ; 2-,3- 
*fcJi5-=^/ ^f- y ; 2-. 3-, 4-. 5-*fcfl6- 
^\^W7^)^ ; 2-,4-,5-*fcML6 — ^V'V^f'Tv^y 

; 1-, 2-, 4-. 5-* fctte-^vx^ ^ y /W*^ 

[0 0 3 8] ^a^j|asr;tLTV^T4>J:v^5/j:v^blO 
M^§K«^SSj icfctta rs«ISj irLTtt. 

^/W-C6-i4T y — /I— C2_6TyW>>-::^/W(0II. y a: 
riyv^ir if ) . n y $ V {> <£ V ^€3.0 

n r /w^^yv-, p v{t: $ JlT V t> J: V ^Ci_eT/V 

B^S^*bT^^Tt><tv^C7.l9r7/^^/K tK 
n=^iy. S^StSSr*UTV^Tt>iv^Ce-l4^y-/^^^ 
i^. a^SSr*bTV>TtiV>C7.i9T5yw^/i-:*-:^r 

iy. T^y. T y ~Ci.6T/u^>'u(M. r^yyi^ 
/K T^y:3i^/K T^yy'ntVK T ^ y y^yw^i 
if), ^y-Ci.6T/i-^/i-T5y («?y. y^/i^r^y. 
^/wT^y. ynifyi^T^y, ^ yT'u tf/i-T 5 y . :/ 
^yvT^y?iif). i^-Ci_e7'/v^=^>^^^ - 
ypT^y. v^:3:^yuT^y. i^y^ntf/wr^ y , v^y'f- 
/UT:^y, :3i^/V.;;(^/^T^y?iif), ^y-Ci_e7/w 
*yWT ^ y -Ci^Tyi-^/KW. y^/i-T$yy^yK 
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i_6T/V^/i^T y -Ci_6TyW:ar/v(0(I, ^y:^ ^/VT ^ J 

[0 0 3 9] rrT% r/Noyy>ft:JixTv^T^>J:i^c 
i_6T/^=¥/H > ^/^D>>'^^>^^:$i^Tv^Tt J;v^C3.6V' 
>7^T/v=^/^J ^ ^/^^>>'>^^^:$^^■rv^-ct> ii^Ci^e^ 
. ^/^^y>'>^|i$^^Tv^■c^>iv^Cl.e^/^:^r 

ifeSj -C&S rg«iSSr;frb"Ci/^Tt><tv^5*v^L7Mfia 

[0 0 4 0] «fE rrV/H t UTH. -C^Jx.^. ^ : - 
CO-R^. -CO-OR^. -CO-NR^R*. -CS-NR^R^, -SOg 
-R^* , -SO-R^^. -PO(-OR^)-OR^ ^fcH-POg-R 

[0 0 4 1] R^*/c(lR^"-C/T^^H^ rg^S^*bT 
^fVT'ntiVK :/^>'K ^y>^f*/K sGc->^^/K ter 



2— 2-T:/:^y/^?Sif)> 
2— ^:7f'/^y f^/K 2, 2- 31^/^31 3 

[0 0 4 2] ^g^aSS^*tTV^Tt:>J:v^;K^I::7KmSJ 
icfcMtS rgg^aj ^LTH. /^su^ym^ 

lyi^:^^i/m. yf•^:/i^:t^^'^ :n^uyi;:t^i/ 
-=^hn, v^T/. /^ayv>^b^^^-CV^r^>J:l/^C 

y^/^T^y> ai^/wT^y. ^u}£?vr% 
y, i^:/PbVvr^y. v^:/^/vT^y. :ai^/wy^/u 
io /i^7}f C^.^T/i^ - :^ /W7j^^;w 

gm*^*bTv^r^>ctv^Ce_,4Ty-*;v-;^/l^^ 

/^v^t6flS^S:^/^^^/K ^y-C,.6Ty^=3^./^-:^ 

Ty->'W-;^/W'^^^/K gifeSSrWbTVNTt<i:v>5 
J^^^C6_i4r y— jJ^/w^/V'T^ y . Ci.© 

y ^ i/ti if) . g^SSr^ LT V cfc V ^Z^^^^T 
i/^;V:ff^=^;v:^^^yfi:E). ^y -Ci_6T/U:^/V-*/^ 
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Jt(/^t5<i. »*L<^^l?tv^L3^iT$)5o m^mm^2 

10 0 4 3] rr-e. f/^oy>'^t$^^Tl^TtiV^C 
[0 0 4 5] ^g^j|SS:;^LTV^Tt>J:v^C7_l9T7/^ 

-i-y^jV^ "^jV-t^i^:^ 2, 2- v^7a::::^/W3i 

IS ^g^S^WLrv^TtJctv^57^^^/^L6Sm^S:^/l^'i^ 

y>r/^. a-xy-f/K 2-7n^/^, 3-'7n-</K ^ 

[0 0 4 6] ttiS rgiSiSSr:^bTV^Tt<tV>5*V>L6 

/W"<^>f/uj i: LT«. 0!lxfi. ^yu:?t^!J y:«7/w<^;:: 
/K tf^y v^/:^7/w<^>r/K 2-li'!;i^/w;«7/w^^^ 
/K 3-tfy i//^;?7/W'<^^/K 4-tf y v?/V;<7/W^^-Y 



[0 0 4 7] fliJia ^Bg|S$r^LTV^Tt>iV^C6.l4T 
'-^)Vifs::L,vir^^y\ turn, ej^tf. ^ViZ-f/Vij- 

Ty-/V'-:;57/W'^^^/U;d-:Sr>'J iCfclt^) rC6.i4r y 

[0 0 4 8] fJiaUfc ^g^^iSS:;fi*UTV^Tt>J:V^C 

^g^S?r*L-Cv^Ttiv^5/^v^L6Mffl^S:5^7/l-^^ 
/wj . ^ggiSSrWbTv^TtJ:v^5/^v^b6Mffl^«;^& 

/W<^^/Uj , ^eS|S^^^LTV^TtJ:V^C6-a4Ty 

t>iv^C6_l4T y -;v-*/w^^>r>^w^^rVj (diottS 

»*b<m?iv^L3f@-e*>^o g^SIS>652ffi£;l±(04i 
'g'. ^-g^iSttl^—C&oTfcS^foTV^TtiV^ 
[0 0 4 9] R^*fcl:iR^"-e^^FtlS ra«iaS:;fl-bT 

'rum^imsx±m:t\i. l/^v^L4^i)^^-&^f5;iv^ul4 

^^^V-jv^ ^T-/-)V^ ^y^TV- 

^yy, Ify^i^y, tfy^J^>::^>'. l,2.4-:t=^r1^v^T>^ 
-/K l,3,4-;^■*1^i^Ty->'K 1.2.4-^Ti^T:/- 
/K l,3,4-5='Tv?Ty~/K yy-^y. ^l^V'f'^y 
3Ly, ^^y^yy^^s ^^y:^-<%^V—)V, ^i^X^^ 

•^-7 h[2,3-b]^::*"7:iiV, y J ^"f^^ :y, 
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y, p-i3/}^:^^vy. ^ai-f^-hPv^ 

y, r^Vi^y^ y3^i'i^yy:i^/'f'Ti^y. y:x-j^ 
^^yy^ y9fv^% YfiiZ(n>^mkmm. *fcttrtt 

^fzmm)(D^mmm. ^y'^ymm)}im^\^x%^ 

[0 0 5 01 r5^^l^LlO*#^5^«KS^SJ tur 

^Jy^ 2-%1tm-}fyV'}y. yfy)/^}^Jy. 2-^ 
T^/^}y. \f^])'i^y. \f^yV^y. -^^f-p^^i^W 
^y, ^/V/^yv-, ^::r^/W2^:y :/7i^;65^tf p>^^5o 
^7^iv^Ll0M«^5gffiSJ tUTfl. 0llx.tf. 
y 7-Tif If i/^^ a [2. 2. ^'Ji ifd5#lf P, 

[0 0 5 1]^ r^^SSj I*, b< fi.. j^^S-f- 
^^5^^:v^uloM<^(*ss:*fctt2SS;)«^8lS•^&5o 

^fc}*4-b-y v^/V ; 2-4fcl^3"-:7y>rV ; 2-,4-4fc 

iiS-^ry^yyv ; 2-,4-*fctt5-:i-=3ef-:/y/i- ; 1- 
3-*ftitt4-t'5>^y/^ ; 2-b*9v^^/^ ; 2-. 4-* 
fct^5-h"y ^ v^:^/V; 2-^^ fctlS- b^n ^} ;V ; 1 

-, 2- ifcm-^ ^ y ; 3- *fc{i4- y 
^n/v ; 3->r y y y ; 3->f v^^"^)/ y ; 1. 2. 

4_:t=3»r-y-i^Ty-/V-5->f/V; 1, 2, 4-:t=3^i^i^Ty 
— ;V"-3-^/V ; 2-,3-,4-,5-*fc{^8-=^y y /V ; 1 
-,3-,4-,5-,6-.7-4f:ifi8-^y^/ y/i^; 1-.2 

3-, 4-, 5-, 6-*yhm--f V K y /l- ; 1-. 2-. 4- 
4 rcl^5 " y V K y ; 1 5- * «:6- 7 5 

; 2-.3-*fcti5-^y ^-y-y :=«/^ : 2-, 3-, 4-, 5 
-*fc}t6— <^^y>'7^/V ; 2-,3-,4-,5-*;/h(16 
; 2-, 4-. 5-4fctt6-^:^:/^r >^ 
y ; 1-, 2-, 4-. 5- 4fctt6-^>'X^ ^ y /V^C 
fc*co3S^«]K1S*SS;^Jx.tf. l-,2-*fct:i3-t-py 
v^^/U ; 2-4-4fcJi5-^ ^ y i^::^>'i- ; 2-4 
fcfi4— f ^i5^y y ^v'W ; 2-,3-4fctt4-fc^7>^y 
r^/W; b'-^yi^y ;2-.3-4fcH4-bf^yi^/V; 1- 
4fcfi:2- b"-^^ v^^yv ; ^/Uj}^ y y fj^ ffco^^Sfl^^ 

[0 0 5 2] ^ ^»^S5:;tt-CV^•rfcJ:v^a^SSJ 
(C*3tt5 rgftSj SfllS rfi«lS^Wb"CV^ 

mx.mti:^^\^m. ^4L<^ll?iv^L3^@-c&So fi«i 



[0 0 5 3] R^-CS^^nS rc^gT/i^^/^J tUTti:. 
t?»J;tfi. y^/K :3^^/K :/nbVK -fyT'nbV^. y' 
'Yyy'^/K sec-y^/^> tert-:/^/K ^> 

[0 0 5 4] ??t^''ttm^'ri>um]^^tMmjSL'r 

y ^^^yuj}^ y y. ^^y'i^y. if n y 
{c:}^5tt^ rg^sj iUTtt. B^E rgms^^iru 

3Stt. ^?lJx(il?iv^L5^H. ^f4L< ^^i^^v>L3<a-cfe 

[0 0 5 51 S TTi^/H tt. »*L<(i:. t^/P^/K 

e.i4Ty-;^-:^/v^^/v (tRi. -<vy-f/^. i--fy 

<t^'C6-i4Ty-/W:4-^'2/-*>'^^->'l^ ya^^/v 
:^^rV*/l'3K::i/K 1— ^/W:t=^^:y:^>'l-3^^^/^^. 2- 
y^/W;r^rv':?^;V7}fr:^/V;i^) , g«^S^*LTV^T 

if) . glfeS^^#LTV^rtJ:V^5^Sv^L6*1S^S:^/^ 

/K 4-y h^^ev-y^icr^/V^/W^^-f 3, 4-v^y V 
^i^y3L=^;V^;V/<^^;Vfiii£) , g^^S^WUTV^T 

<tv^C6-i4Ty-/^;^>'V'^^/^ ya::^yV;^/V2j^:=^ 
yw?iif) ti}£XhZ>o 

[0 0 5 6] rr-c. ry^py>'^t^c^^Tv^Tt>J:v^c 
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Its ra^sj t LT^«^Lfct<^*5ffiv^?>^^'5o ra 

[00 57] m^&i:^ LTV^T t <t VNCe,i4^ !^ - 
-/u-:f3/w<^^/V} tLTtt. file rggiSSr^rLT 

10 0 5 8] tfiie rrv^/uT^/j t LTi:i. -PJx.a. 

tt. ff*U<tt. S;: -NR^-COR^ -NR^-COOR®^ . 
-NR^-S02R^^ -NR^-CONR^^'R®*'. -PO(-OR^) -OR® 

*fc(;i-P02-R® Kt. R^f:i7k^mT-*fc(iCi.6T 
/v^/i^ ; R^ttWER^ trams ; R^"tt*fffBR^*t I^EiS ; 

;i5^tft^^So R^-C^^ns rCi_eT;u=3eywj t LT 
(1. ffll2R^-C^1^$tt5 rCi.gT/V'^/Wj tl^«cot)0;65 

[00 5 9]^ rri^yvT^yj »*u<tt. jJ^/v 

T^y (CT. N-4-y h^rv'^>'>^'Y/V-N-y^/W 
if) . g«iSS:WLTVNTt>ctV^3?§«m^^-*^i^>R 

/v^T ^ y ;^7/U/1?^/WT ^ y /<^ if) . /Nn>y>'{l:$tiTV> 
Tt>J:v^Cl_eT/l'^/^;^/V2^:^7^T?y 



C -e, rgftSS-W LT V>T t i V^C6_i4T y -yi— * 
yPsJ^^f-y-S Kj . TN- (gglSSr*tTV^T^><tV^C 

yj . rag|S4r:tUTV^Tt J:v^C7.l975/^^/^- 
'''C6_i4Ty-/t'T^y;t;/w-}^-yi-7^yj :^5iU^ rg 

^a^rW LT V ^T ^) i V >Ce.i4T y -/W^/W2^::^yvr $ 

yj lc*>*t5 rfiiftSj tLTW:. laiE rfiiftSS:;^^ 

l/^V^L5<@. $f*U<^i:l?iV^L3^iT*fe?>p g|feS^^5 
2<@£il±(7>#^, «-fimSttra— efcoTtM*oTV> 

[0 0 6 0] MIB ^T\/J\^ir^i/] t LTIi:. 

*L<H:. ^C: -0-COR^ -0-COOR^ -0-CONHR\ 

-PO(OH)-OR^ Sfcf^-POg-R*" [^^. R^'ltSaiBR^ 

Tirh:^ri^. :/n/^y >ryw:*-=5ev//j:if). gglS* 
-<>'>'^>'^;i-=^v^. 4-^ Y^'y-<vV4}\^i^^ 

by:7yv:^ny h :¥iy;^y^7K^/U:t^rV. ^=^^v';^>'^' 
:^/^^::r/^3^:^ix/i:^f), *y -Ci_e^/^=^yw-*>''^^^ 
^>f/w:t^i^(0S. :^'=f')V^ fVir^^y^ ^l^/v 

^/U*/W<^>r/V:*-^i^?iif). fi^S€:^LTV^T^> 

«t^^C6.i47 y-/^-*/w'?^-r/^:t^i/(fi^. y::L:^)v 

if), zi35^y^/w^^i//j:<!f-cfc5, 

[0 0 6 1] /,f*3. ^B^S^;^LTV^TtJ;v^Ce-l4 
Ty-/^-*/uj}?::^yu:t=^i/j . rB^ftS^r^LTV^T 

t<tv>Ce-i4Ty-yw-:3t7;W'^^>f/u:jf:3^>>j droits 

-a-. #g^s^ira~-c^)ort>MJ^^oTv^Tt<J:v\ 

[0 0 6 2] Ar^TS^^tuS ^a^SSrWLTV^Tt>i 
v^S<*SJ rsifeSj -efcs rgiftssr^LT 
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ttf4,5-i^b K^-l,3-:t^i^>^-/^-2->f/K 4,5 

felts rs^iSj tLTH. ttria ^B*ss^WL"tv^r 

lx:^rv. J^h^t^, ':ftii^^i/, ':fh^i^. 
[0 0 6 3] hr^XTjk^ix^ ^gg^S5^^UTV^T%J: 

v^s^^aJ (cfeits rg^sj »*b<j^> 

J:^'C3.6>'^ ^^^'^^^^ ($f*b<t:i. v':^n^df->>/v 
/Uf';^*?'^ ^) ; fc Kn:3ev/ ; g^g L< (1. />n 

V ^ L 3 <a<Z)/N P y ^ tlT V t> i V ^Cl_eT/^=2 ^ 

fl, l/^V^L3ffl<0:t^y) ^^LX^^XhX<s -O- 
(if* U<Hl,3-v^;r=^y-l,3-v?fc Kn-2H-^y^>^ 



L7ft*^S]K«^SS (»* b < 1*4. 5- b Kn -1, 
3-;*-^f-V^-/V'-2--^/^3i^if) ; ; 

; g«lSSrWbTv^rt> <ti^Ce_i4T 
=^/\^ (»iL<n^y'/-f/^^lif) :g^S(»4L< 
tt. 1 * V N L 3 fi<^/^ a y ^^>ft: ^ V t> J: V 
/na :3lr i^) Sr* UT v^T t> J: V ^06-14^ 'J —f^- ^ ^^^^ 

v/y'3::=^/W;^7yW'<^>ryK 3, 4 -v^;^ ^*^/:7 3ln/^ 
;^;/W^^>r/^*^f) ;gSiS«r*brv>TtctV>3?«lS 

bV^*>'V7K:35.ih^ K^e if) ; SiftS b< 
1 /i: V > L 3 fio/^ n y :/>ft $ Jlt V >r i V ^Cl_6T =1 

:3fi^^ hV^if) ; g«lSSr*urv^Tii<tv>^#:K«^ 
tt. 1 1/ ^ L 3 fflO/N n :/>ffc; $ ttX V ^T <t V ^C^^.^T 

/v.=3drv/) L•rv^T^> J;v^C6.i4"^ y-^'^-^^'^^ 

jiiyw) -N-Ci.6TyU=3^>'UT^y (if4L<l*N~4- 
^ f =^r ^ yw- N - p« f'yVT ^ y * if ) ; BlfeS 

}£) ;g«ia (»*b<t*. l/c^V^L3^®(D^^^yWb 

^6-14^ y —jv:^;vit^ :=^/VT ^ y L < 4 - y h 
^Vy'^^;i-;^/i^^::^/vT^y:^.cif) ;gi^S(»*b 
< 1 7i V > U 3 n >5r'>'>(b § nxv ^T J: V ^Cl_6 
Ty'vndf^v) S^^LTv^■rfc<}:v^Ce_l4Ty-/^-*/v 

V?t if) ; :^^y ; :>^;;v4?=^^:y-Ci_e^^^^^^ ^ 
<ti. ;;l7ywj^^:3eex:x^yv?iif) ; Ci^gT/u^^iy-^/^' 

/uy^/W/^if) ; gifeS (*f*L<tt. l?tV^L3ffl<75 

(»*b<(*^:^i^/K 2, A'-i>i^xixi^>^y;Vfi 
if) ; ^SISS^S- Ci.e^/V.=idev (»4 b< »2 
-^y y/W^t hdE^v-Z^if) ; v^T/>tif-e&5o Ar'-C 
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n7 3:::i/K 1.3 — ^:^/i^:?^^^y— < 4- 
[0 0 6 41 ArMl. »*L<«. 

if) ; t Kn ; gifts (»4 L < tt. ^^xi^^y^ 

3<@) i:^LX\^^XhX\^^Cj_^sry/i^^/V:i-^i^ (^f 

-<l^^J;V^^iyfi:ii) ; KJ&S L< ti. 

3 m(0^^ u^i^iti^ tiX V t> J: V >Ci_6 ^^'^ * ^» Sr 

1, 3-i^:*'=^y-l, Kn-2H->f y>< >- K-/W2->f 

KS^SS (»*b<ft4,5-i^b Kn-l,3-:f:^f-/ 
SrW LTV ^r i V ^C6-i4T y -/u- (^f * 

L 3 fl§ 6D/^ p y y^fb ^ tiT V ^ T t J; V ^Cl .gT /V ^ i/) 



/^^=^1^^ K. 4-^ h:^r>':7 3:=/i/:«;yu/jf:^f-^ K/jr 
if) ; agiS^fl*tTV>TfciV>C7.i9T7>'^=¥/^-:^7 

if) ;tt«iS^ffLTV>Tfc<tV>3^#li^S^S-*/^^ 

U 3 fflO/N n y >-{ b $ JT/T V >T t> <}: V ^Ci^e^^'^ ^ 
4:* UTV^T t> J:v^C6.l4T U -/i'-;5;yV2}^::^yV') -N 

-Ci.gT/V'+v'wr ^ y (»*u<ttN-4-y h:^i/-< 

(»4L<r:t, l;il^U3^@<0/^^yv^^:^?^^TV^Tt> 
<t ^ 'Ci.6T/V3 * v') S:^ LTV t) <t V ^Ce-14^ ^ ^ 
/Py^yV/Jxn/WT^ y ($f* L<f:i4-y h^^^-y^in/i/ 
;;^/W1>^/PT ; B^S t < J^, 1 ?^j:v> 

($f*L<fl4-y h:^i/-<>'y-f/V';^^V/ir^) 
^ry ; */l'7}f^iy-Ci_eT/W=^/^ (»4L<(1. ^/V^Jf 
:Sri/:3i^/W7iif) ; C^^T Jl^zi ^i/- :^ /U:^:=:/U-C^^^ 

if) ;K«IS (»*L<(i. l/c^t>L3<@(7:>/Nny>'ll 
^) ^r*LTV^Tfc<tV^C7.l9T 7/1^=^/1- (»*L<Jt 
^V-v^/K 2, 4-i^^^nn^yi^/W7t if) ; 

mm- Ci.e^/i-='+^> (»*L<fi2-=^^y y/wy h 

=¥v^;:fif) ; v'ry<fif;5^?>3l«tL^a^S«:^ti^n 
l7tv^t3^@ (iif*L<lll*fcJ:i2<@) ^LTV^Tfc 
iV>7a::=.;K t'7a:::iy/W (Jf * U< « 4 - If y 3:- 
y/K 2-lf73::=^y/W) . >^3::=:yV'-try i^/W 
L< li6-y'in:x/l.-3-ey v^y'K 5-y^:=-/W- 2- 

b-yi^/w) , y:n^;w-yy/V' (^fi L< fis -y o:^ 
/w-2-yy/w) , yai::^/w-^y;d-^f-y'y/u (if* 
L< tt3-7x:=l/^-^y^^^^i^^/-/^-5— fyu) . 

V?y:ii::^/U-;^-:^f-y y/V (»^L<fl2, 4-V^7a: 

3-:t=^f-y-/l— 5-^/U) , tfyv^/l^- 
73::=:/^ (^^L.<(j-4_ (4-t:*'yv^yW ya:^/K 
4- O-tfyS^/t') yai::^/^) , :7 a::::!/^- y ^ 
^/W (»*L<tt2-y3::=./W-5-lf y ^ V^::^/l-) . 
^>'y>^7::^/W-ya:^/l' (ff*L<(t4- (2—<y 
yyy::z/U) y ^zz,)V) , >^y/U-:7^::i/l^ (»SU< 
114- (2-yy/V) :7air:/W) , x/^:7 3:r;/V (^f^ 
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ny;!^ (»^L<[^3- (4-l:'*yv^/V) t'ny/v) , 

T/V:3f.;v, n y >'>fl: § tT,T V ^T ^> J: V K^^^T/i^^^ ^ 
rn/K 1,3 ^^^>^t?:t*y— /^-5— f/W 4-^i3n 

^ tt^^n 1 ^ fc 2 fi* LT V % <t V ^ y 
/K v^^fc Knfc^y r h7t: Kob'yi^/^^c^iffc* 
[0 0 6 5] ArM^. ^h\C»^L<\X ^^n^yJli^ 

^/K :/i3i^/v, by :7/w;J'n7«f";v/cCi?) 
^yit^tix\i^xhii\^ ^Ci_6T/i'=' i/. n y y {b 5 

L3{@) >S:^LTV^Tt►<^:v^C7_l9T^;v=¥yV:^=¥•^x 
^i^/j:if) ;««IS (»4U<H:. 1 /j:v^L3«(7>/^^ 

y V<ti^ HTV^T t iV^Ci.e^/V^i :3rv-) LT ^/^T 

v/?iif) ;eifeS^*LTV^TtiVNC6-i4^ywl-- 
;«;>r^7K:=i/U (»* L < tt-O^Z-fv^l-J^J: if) ; SifeS 
*L<tt. 1 /i:v^L3{B(7)yNpyWb^nTv^Tt J:v> 
Ci_6^/u=3^->) S^WbTV^T^><tv^C6^l4Ty->'l— 
::^7/V/^^>f/v (^f4L< Ji:7a::^/W;^7W'<^^/K 4- 
^ b^v':7:i::::i/V:«;/W<^></K 3, 4-i^^h^e^>^ 

^mmMmm:^/^^^^^ (t^. 2 - 1'* y v^^/p;^7;w< 



iv^Cl.eT/^3=^v) Sr*L'Cv^Tt>J:v^C6-l4Ty- 

^•9-^ K (»^L<Ji'^^^>^^:^:7aiy-2->r/v:^yu 
;i<=^-y-^ K?iif) ;N- (filfeS (ff*U<l^. l/c^v> 

4^:tU'CV^Tt J:V^C6.i4Ty-/^-*/i^>K^/V) ~N 
-Ci^e^/V^/i^T^y b<J^N-4-7« h:3^i/-< 

>^y^/W-N~y f-/vr^/>iif) ;B^S^*l-TV^ 

J:v^Ce.i4Ty-/v.r^y*yi'^::^y^T^y (»* 

(»4L<lt. l/^V^U3^0/^^y^^b$i^TV^Tt> 

iVNCi.eT/^3^i:/) S:*urv>Ttiv^C6_i4Ty- 

>^/W^::i/WT^/*if) ; *5i Uresis (»*b<»^. 

^ i/) UT V >T ^> i V ^C6.14T y -/l^- 

if) :6^e)3Srtn5B«iS«r^:ix^ttl4fcli2<B^LT 

73::=iy/W) . :7iii:=:/V-t"y v^/U (»tL<l«->^ 

y v^/i^. 5-:7 3i:=:/v-2-b'y v^yV') 

mm. *#^j:if) . /^^y>>(k^nTv^-c^>iv^c 

i^e^yV^/V (»*L<J1^ y^/K :3i^yK if 
;K hy:7;V33-ny^/V>Sir) iyhft/M^yv^k^JXT 

h^ix^iif) ] S^WLTv>T^^iv^C6_l4Ty-y^ (» 
* L<tt:7:n:=;/v) d^6>S«n5aS^S«:^JX'eix 1 * 
fc^i2«*Lrv^TfcJ:V^l:•^y 

[0 0 6 6] x*5J;TJ^Y-c^$n5 r^^coj®-?-^ 1 

1, 3-i/iJ'n^:/f-w>'(^)S-?S:*3fflt LTS;?. 
tt. ^Jx.«-o-. -co-, -so-. -SO2-. 

/w- ^yv-TK::!;!^. n y :/{b S 1/ >r J; V >Ci_6T/v 

m^ityi^mm. i6xxf2m(Dc^^^^m,^^^^M^ 
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[006 7] rr-C, r^^nyWk^FilTV^TfciV'C 

[00 6 8] rfijftSH-cv^-ctJ:v>2ffi(oc,_e*ais; 

(CHa),-, -(012)4-. -(012)5-, -(012)6-^ -Ol 

(oig)-, -0(013)2-. -(CH(ai3))2-, -(012)2 c(c 

H3)2-. -(013)3 C(ais)2-fiif) ; 
(2)C2_6TyW'{r:^Uy({«Jx«, -CH=ai-. -Olg-Ol 

=oi-. -0(013)2-01=01-, -ai2-oi=CH-ai 
2-. -oi2-oi2-ai=cH-. -01=01-01=01-. -c 

H=ai-ai2-ai2-ai2-'ii^') : 

(.3)C2.oT/\^^=^l-ymA.t£. -C=C-. -CH2-CSC 

-oi2-csc-ai2-ai2-<cif) ^iinmifbti 
mx.ti^^i^^^m'f-m. y y$i. ^m. 

10 0 6 9]^ r2i)(DCs_8^SS;#3?«K^{t:7K^ 

«Si45^(f t-nSo A^^i^Ht LT(4, 
i^u^l^f-X^y ; I, 3-i/'^D^>'f^U>- ; 1, 2- 
i^^? n-^:^i/U> ; 1, 3 — n-^^f-'>W:^ ; 1, 4 
-i/^'n'v^i/uy; 1, 2-->^n^7'f-V'V ; 1, 
n^7'^l/> ; 1, 4-'>^ n^7°^I/y ; 3 
-5/'^'n^dE-lr>-- 1, 4 W'>' : 3 -e/^' n-^^-fe 

1, 4— ru>''fcif;5S^lfe>tL5. fif)^X\,s.a^ifn 

[0 0 7 0] X*3J;VY-C/T:$n?> f^m<om^^l^£ 

v^t6<o;^.^— tJ— J »*U<Jl-o-. -S-. - 

CO-, -so-. -SOj-, -NR«- (R^ttWIStl^it 

[00 7 U e r±m(omf-».lti:\^^L6<o:^^-i- 

-J cO^ifiiJi^t LTIi. 

(l)Ci_6T/i'=3E-^>'(«»J;t(i. -013-. -(012)2-. - 

(012)3-. -(012)4-^ -(CH2)s-. -(a^2)6-^ -CH 
oig-. -0(013)2-. -ai(CF3)-. -(oKoig)),-. 



-(CF2)2-x -(012)20(013)2-. -(OI2) 3C(CH3)2 

-Jiif) ; 

(2) C2_6T/w-^=.^:^(«a|x.rf. -oi=CH-. -CH2-CH 

=CH-. -Ol2-CF=CH-. -0(013)2-01=01-. -01 

2-CH=ai-oi2-, -ai2-ai2-ai=CH-. -ai=0H- 

01=01-. -cH=CH-CH2-ai2-ai2-'tif) : 

(3) C2_6T/W*-U-V(^X.Ii. -C=C-. -CHg-CsC 
-. -CH2-Csc-Ol2-CH2-'iif) ; 

(4) -(CH2),,0(CH2),2-> -(CH2),iS(CH2)^-, -(0 
H2),,C0(CH2),2-^ -(CH2).iS0(CH2)^-. -(CH2)„S 

O2 (CH2) „2 - « - (CH2) wiNR^ (0I2) w2- ; 

(5) -(CH2),3CGNR°(ai2),4-. -(Ol2),3NR®C0(0H2),4 
-. -(CH2),3S02NR=(ai2),4-. -(0H2),3NR*S02(Ol2) 

,4-. -(oi2),3Coo(ai2),4- : 

(6) -(CH2),5NR^C0NR®''(0H2),6- ; 

(7) -(CH2),700NR^-(CH2)^-C0NR«*'-(CH2)^- ; - 
CH = CH-C0NR®- ; -CH = CH- SO2NR'- ; 

2(10/il/'>L5»S^^. ;6^Owl+w2^5 0/iV^L5& ;w 
3*3 i Xfvift 0f£\^L4 «S3SSr . ;0»Ow3+ w4AS 0 'iV ^ 
U4S: :w5*5il;w6t40/^V^t3(D6jS^:. ;i»Ow5+w6 
*5 0?S;v^L3% :w7. w8i3j;o:w9iiO/iV^L2roS^ 
^. *»ow7+w8+w9;6SO>iV'>L2?r^-r) /iif;iS#tfP> 

[0 0 7 2] x-c^^tii filKoS^-ScKcv^L-ero 

;^^_^>._J (j;^ j|f*L<tt-(CH2),i0(0H2)^- 

(E^liiiEtl^SiSSr^-r) . -CONR^'-. -NR 
^"CO-. -CH = CH-CONR®'=-. -SOgNR^'' 
- (R«'=l**|gJig^*fcttCi_6T>'W*>'WSr^-f-) -Cfc 
•3. $C)l^:»*L<tt-CONR*'=-. -NR^^CO-. 
-CH = CH-CONR°'=-. -SOgNR^'^- (R^'^ll 

nrv^-C t J:v^2fiBoCi_6#^^^mt:*^S. - (CH2)„3 

C0NH(CH2),4-. -(CH2),3C00(CH2),4- (IE^I*mII2 

tmMmi:^-r) xh'Os $?>^c^f*L<liOl_3T>'^^ 
I'Xm^ti. -0H2-. -(012)2-, -(012)3-/* 

if). -(CH2),300NH(CH2),4-^ -(CH2)w3C0O(CH2),4- 
(E^ttStJEtl^it^Sr/W . #lc^f^ L<l4Ci_3 
r/w^u->'(^Jx«. -CH2-. -(012)2-, -(012)3- 

lO 0 7 3] Ar-C^^nS r4/i:V'>L8M#3^S^i:«S'g- 

^ssj ic*j»t5 rgiiisj jiiut frnm^^^mi 
J:v>st^Sj droits rg^sj *3iut r^^^Sj tL 



[0 0 7 41 ^Btfta»i> »*L<tt*/V'5/K ^^ny 

:ir-e, r/^ayy{b^Fi^•C^^■C'bJ:^^Cl_6T/^ 
df-/v-*;J^jJ?=./i'j *Jit; ^/^^>{^v^li$i^TV^Tt J: 

[00 7 5] r4)t^^L.8*0^3^#S^:i^ll•a'UTv^T^>J; 

nT/V-irv/^f^iS^tf bTI±. ■e>iJ;t« 

v/^a^^^y. v/^n-O^V, i/^n^d^-y-V, i^^ 



y, VT^it'^J^tf fens, ttl 

IB r4«:v^U8A*3r#SRJ tt, ««|•5Itl^cffiB^^:l'iv^ 
L3ffl©jlifeSSr*L.-Ci''-C'i>iv\ d o J; 5 'ififtS 
tUTii, ^^i|;t^^^^^ywt:$^^■c^^T^>iv^Cl_eT/^ 

If 

[0 0 7 61 ArlcHL. r4/£^^ L8m#^3?#« t 

[^b5 11 



CO, 00, 00, eg CO. 0^1 
^'oa, ^,00,00, CO, 

CO 0C5 CCD (x> 

H H H H ^ 0 ^ 

a:)'oo'oocp 

[0 0 7 71 Ar»i, if*L<«, 'O'-tfV', fyi^y, [<b5 2l 

C^. Ow: a) CC) CO 

[iC*. fi*ife-g-*fcf4-fi:ie-a-Sr ; m*3i i^. 
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CO CX) CO ^ CO 

9 0 9 9 

co.o? a:^ CC) CO 
^00 0^ 



[0 0 7 81 R^*5J:u^^-e^$ix^ rHjfes^;irLTv> 

tK^Sj tim.<\t ^aj^S§^^^LTV^Tt)iv^c 

Us fl»J;t«. :7^nt^/K -rVT^ntT 

/K -fy^"^/^. sec-:/^/V-> tert-y^ 

^ / . v^>^f-;uT ^ / . ^i:-^/^;^ ^/i-T ^ 7 ?i if) . 
ju^/i^, ^/U/^^-Y/K 

1.67/^3 :^v'-;*7/P7t?:^f-^ K(«HJ, ^ h :aei/;!;y^:^}^^f• 



yW;^f:=i/P:t-:*-V. ^ h=¥i^;t7/WJj?=i>'U:*-:^rV3S if) . ^ 

if). B^^lS^WLTl/^Tt>iv^^§^S>iif;5S^^f t 
[0 0 7 9] rr-c. ^/^^y>^{b$^^Tv^rt3<tv>c 

IftSj i:Ur«BJ^Lfct>cO;65^v>?>ix5o ^WS^^^^ 

[0 0 8 0] R^i:R^i:;d5e¥^-r6^SJ[^^i:*i::?gJ*-r 

r^^^^mSIJ i: LTtt. t»J;ttf. ^^IS^fiil^lC^J^ 
ir^ilfflo^^II^'^^;^. WmM.=i'^ 
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Sj tLTIi, m7L\l. Mia raSiS^SrffU-Ci/^-CtJ: 

[00 8 1] R'io J:uq?2(4, L< (4. Ci_6T/W*/W 
-efe»). $lb<-»*U<t4. ^f-/K ^f^/W 

[00 8 2] R^^li, Art i:ttc;^lfn|SSr?^fiKL-CVN-C 
[<l:5 4] 



l^b5 71 





k (ArlitNi:«:-(CH2)k--ea^-t-5) 
[0 0 8 3] R=*(4gl|^1-5a^il^43j;t;Yi:t'b»cB 
tLTtt. MIER^i:R^tA«g|i-5^^M^^t*l- 
[0 0 84] S; (I) K*5VN-C. : Ar-Y- 

N(R^)R= (sitfoiB^fiwiaii^ita^^-r) ©/ffaj^i 

[<b5 6l 
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axo 



Me 



CCra. Oy^t 

ccxr ccro axo 



Ut5 9] 



axo a:rr a:ro 

% \ \ 



(008 51 (I) -C«^5jt5{k-&l»l«D9*>, Ar*S 



1^126 01 



*^^L4©SIS:*^•t-]•C5^Sj^5jR ; Xjis-CONR*" 

-, -NR^'^CO-, -CH=CH-CONR^'=-*fcl4 



D ;X!jS-CONH-. t-^OArl/i^^/M^-y^ i?t 
N- [2- (N, N-v?p<^/l'T? y) y^/w-e-T" 

<) , -rntt?*), ^ (I') -Q^^iM>it^m {itfi 

U N- [2- (N, N-i^p«f-/wrS/) ^f">'l'-6 



H 

K^O tt, i8f^{k^i^-es>5o Sifc. ^ (I') -cs^ 

tt5^k-a4*©»a)5c«^i LrW:> ^ ( I ' - 1) , ( I ' 

-2) . (I'-3) . (I'-4) , (l'-5) . 

(r-6) . (i'-7) . (r-8) , (r-9) 
d'-io) -QWk^mit^Wiiftm\-fhii 
5. iriB^ (I') , d'-i) , (r-2) . (r 

-3) , (I'-4) . (I'-5) , (r-6) . 

(i'-7) , (i'-8) , (i'-9) (r- 
1 0) ict3v^T> s; 

({b6 2] 
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To), (Xh. (Xl (Xh. 

' * * H 



tt, Stjl^tB/ittS»-x ^5f)lcifi:V^U3il<DaifeSSr 
[00 8 61 it-^l^ (I) (I') oat LT 

mtom. mmtnu. ^mstt<Dm. mm^^i^\t 

t'yv?:^. friUV. /VT5>'. v'^^^'/— 

s^®?^ Tw-fvis. i'^ym. a^^^e^x yi^^ffis, 

vK, 3 - ^ n o if f: ro«*si^tf feix 

2>o ^mm7s.ymt(DmotttmfMtvx\t. 
btb, mik7?.y^t<Dm.(DtitwMtLx\t. 

»*LV\ '^J;t«, -fii-a-^ (I) 4fcf* (I') 

y * y a;®/*^), t/w* y ±s^iR:fi(ts<i^ 

-r^/^v-^rA^. /<-^)^M.m.fiif) 

v\ 4fc, {c^m (I) (I') m&^t^ 

>';^>rv*>-i?:a, ^^sLiy^m.. ifc^W^ifiSr 



[0 0 8 7ni:-a-«l (1) *5iU5 (T) (KIT, *IS 
[0 0 8 81 tLWm^ 

[0 0 8 91 Jt^^^J-f'Jfet L-TH. gfr<ii*aro*^, 0i| 

[0 0 9 01 2)*y/V';&7Ajfe 
^^97-<©#^> ENANTI0-OVM( ^-y-^t$!l)^5?)V^ 

'f yyi^^-?/— /V. THrh^hy/K by 

CP-Chirasil-DeX CB(i;-3i/HJ-'l'xi^;*.tt|!i)'S 
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^m^tii^msi{mk.\i. »rrPA Ca-j/ h#i/-a-(h 

lit ^m^E.^s\znt^ t J: , ^ii^iiT $ K** 
[0 0 9 1 1 it-^t^O ( I •) (DT^n K7 yjJ'li. 

(I') -i-fii^hmmmcm 

n K^y^^t L-Ctt, -fb-a^^J (I') (OT^/mi^T-y 

'<>'^/i'7 5 (5-y^/^-2-3^^ 
y-1, 3-e^:t^y U^-4-'<>'V/) ;^ 

{b. tf/^n^/W;^-dri^y ^/W-fb. t e r t-T'^/Wb^ 
*i,fc^b-g-ife)/i^] ;{b-&«!l (I') ©^KSdSTi^/w 
{b, Tyw=^r/Wb. OA/K^b, »i5K{b$Hfc<b#«3 
(t^l, -fb-g-il^J (I') (0:m.mt'^T±^Mt. ^<JV^ V 
4Mt. T'n/NV-Y/Hb. f^^D^/Hbx f-:?->=./w 
{b, ^•'i'y/wlb. Ty-Mt. /^f^yw* 
ywj}?=/Hb$ixfc^t^!^Jiif) Mb^^ (I") <o*/i' 
jXi(ri>'/V'S!iS3:;^r/Wb. Kfb^Hfc^b^'fe [fi«J, 
it-^!^ (!') co*/V"K^i'/'WS/453if-/kai;^r/Wb> 

^ f-yWT 5 7;^ ^/'W3:;^7'/W'fb^ \fy<u4jV:t^i^::^ f- 



{b, ^5^/wT5 K{b$nfefb^«i»iif] ft^t-mihi\. 

6. mf)«©^b-g-teH:S*t^^^o*&Jcj:oT{b^ife 
(I') *»e>Sji1-5wi:iS-et5. *fc, fl:#4& 
( r ) royn K7 y j/li. iSJIIS/E 1 9 9 O^W 

ilStoMISj m7#5^^KW-l 6 3H*»e)l 9 SHirIB 

«$n-Ct^-5 J; 5 fts ±S6«]^fe#-C{b-g-«J ( I ' ) JclE 

{b-fsfero-efeo-cfciv^ 
[0 0 9 21 i^wPi\t-^m\i. ^^<h^<nii'm. 

W09838156. W09532967, EP-A533266/j: 

bTfflV^P>ix5fb-^ife (II) fii\>^\. (XI) tt, ^n^it 

fc^b-^fe (I) *fcH: (!•) roJfit LTfi^^Ufct® 

[0 0 9 3] TIBO [S^jg&l] /iV^L [S8igfe6] 

fSi, 3i;^r/w{bSJS:. KfbSfSs 3:;«.r/HbSJt;, 
:t-x;WbSJt?^ S^fbSfS:. a7cS^£:'^e^fS^^T5*g■^ 

r>^'>3^^^ ^fi^—'f T'U^'^U— '>3 l^X (OR 
GANIC FUNCTIONAL GROUP PR 
EPARATIONS) ||2)iR. 7*7^$ y ^' 
(ACADEMIC PRESS, INC. ) 198 
g^flj ; aVl/y^i^i/:/. :^-;if=.5/i' . h7>';^7 
— ^~-">3 (Comprehensive Organic Transformati 
ons) VCH Publishers Inc., 1989^TlJ^lC|B«6®*)fe'i: 

[0094] [Kjgfe 1 ] S: ( I ) ^c*5^^■cx*5- (c 

H2),3C0NR«"(CH2),4--Cfc5{b^^ (la) tt, CT;t« 
T!BT$ K^bS^SlcioTKitSixS. 

(T 5 KibSfS) 

[{b6 3] 



Ar — (CH,),j— COOH + HM-(CH,>w4 — Ar— t— 
(II) (III) •. 



Ar' -(CH,),3— con — (CHP ii4 — Ar — Y— N ( 

(IB) •■. r ■ 
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1-] 

^ ^/^^y^'^^:$i^Tv^rtJ;^^Cl_6r/^d^/^J tLX 

5. 

[0 0 9 5] i) )K,7Kiii'g•^J^^fflv^;5*^£ 
■fb^igjaii), l^iv^U5Sl:^D^k^!il(II). *3J:m'icv> 

!iJ>g(CJSi:^x l7iV^L.1.5^»<7)l-t Kn#->^y/h 
y T y-zw (HOBT) *5 J; 15 fc tt) ttlKS'i V ^ b5 a *ro 

tLTttx t«x.tfi^->^'a^Jr5^>'V'*;V3J?i^W5 K(DC 
C) , 1 - - 3 - (3 - p< ^v-vr 5: / y n If /P) ;& 
jffv'-r^ K :SS?iS(WSC)/i:i*;55^(f PjtxSo 'iii^TfcWS 

< Hi^:? D a p< » . U < liTHF) 

[0 0 9 61 r:®Sj t LXit. 

1 ) mx.itr;i':f} y ^ms^cttTzv* y ±«^js<©7K^ 

m. 7km^by^^7J^^ h y i^^. tk^^i: 

■thy AT 5 K. yf-!>Av?-Yy7'DbvwT$ y 

-^-by !?A-^#1hp{f-/Vi^->7i?b\ *y 

liT/w* y ±^^jScD{g;iRT/V'3^v' K m. h y 

h^f^-VKx by !J'A3^h^v'K. *y 1>A te 
r t h K)5C if ) fi if ©saJfiS ; 

2) «aj;t«, T>'W*y^JS*fcl4T>'W:*y±lii^JS<0;4c 
^{bife (09, 7K®?ft:t b y !?A, Tk^'fb* y A, 

^ty^i^A, 7KiE<k/^y iJ'A/^if) , T/v*y^ja*fc 
T/i^* y ±is^JS<^M®?7K««i msk^M-r b y 

A, ^gg7K^;&y -^A/f if) t£lf(omm^ ; *3J;t5 

T?^', N-^'^'/i'^/i'jJ^y i>;^f-;V'r$yfc'y 

DBU (1, S-v'Tlft'v'i^n [5. 4. 0] 
:^-r;=<.-7-^>') , DBN (1, IfV^'o 
C4. 3. 0] /y-5-3i:^) iii^(J>r^-ym.:^k. 

iffye^V, 2, 6->'V^i^i^''^ifOig 

Stta^S^b^ife/iif<^^mS''i^f^*^^»f 5>HS. ± 
85Ufc:fia(0;i>!i^-t?fc, h y ji^/uT ^ 4- v'y ^ 

/vT 5 y f y if Lv\ SJ&WL&n.. iil:^ 



;llilO>iV^L24^fa|-Cfc4. 
[0 0 9 71 ii)*>'^^K=^V«>Sl&^4SS«{!|cSrfflv^5:^ 

■fk-^*!) (II) 1 1*1^ U5S»(»* L < tti 

U3Sfi<olftSO*ffTl-S*£;4rffoTtii'\ -Ib-^*^ 

(II) rsfsiieiaw^j tL-cjt, k 

(^. C^.^rfVi^/v—)};Vif.i^m. C6_loTy-/^-:*/^ 
>J?vK*fcf4Ci_6r/w^-'i'^®Si:roK**i^''ii?)x fit 
ttai^T'/KtW, aifeSSr^u-rvNTtiv^^iy- 

dE-'>;:^ ^' W 5 Ki <03i;;^r/vfj: if) if *5^tf PjH 

S rjtiftSj irb-Ctt, |flJ;ttf-'>nyvlS^ (««. 7y 
jg, Msg, ai^^Jiif) , -b°, 

S^^Sj rfiilSj i:UT«aj^Lfc'bro*5ffiv> 

fjtts. r««^SS:^L.-cvNrl>iv>73iy-/i^j 

[00981 r/Fffitt^iftj t 

h:r:|,y/P, THF, i^t^any^y, ^?nn*/VA/i 
if*5»*L-v\ riSSj i:UT(4, liIIEi:P«lOtcO;d5 

A, y e^A, ^sfe-f h y !^A, TK^^ki- h y 
A, TKis^k* y !?A, ^iS7Kig-J- b y !>A, ^k*^;^ 
y ^7 A, by s V, fy i>yfj:ifxhi>o 

[0 0 9 gHk^i^aiDtt, ni^<ti^<o:^m\zi:iom 
jii-2>r tiis-et.5. 6— rsy— 2— a^,N—i> 
y f^/wT 5 y ) y ^/wf' h 7 y >t.±m<omt. woqss 

6-T5y2,3-v?t Ka-l-(2-v?y^-'Wr 5 
/ai^/W)-lH-'l'>'K-/K 6-T5y-3,4-':;^t K 

p -4- (2-':;'y ^/wT 5 y ^^'f-M -2H-1. 4-^:^1^ 



-32- 



KSI^«cSr«iti-5i&^»Ct>iil&i-5ri:*s-C# 

5. 

[0 1 0 01 [S!3i&2] ^ (I) ^w*5^^TX*s-(C 
H2)w3C00(CH2).4--CfeS{k-a-^ (lb) tt. 09^liT 

[{b6 4] 



Ar'— (CH^j— COOH + H0-(CH^,4 — Ar— y— 



(II) 



(IV) 



Ar'— (CHJ,}— COO— (CHJirf — Ar— Y— 
(lb) 



^l;•g•«J(II)©5^£:^t^^^i(^^:l/j:v^L5a^:(»* L< 141 

/^v^L3Sl:)<Dft■g•iil(IV)i:?r, 

ii-5o *Rf£:f4, ii^, l^iv^Lloai:. »*L<I41* 

[0101] f^m\mmi t lti4. ^tti^^-T/v 
by>'«'5R^«i, r5K»sj«. -j-hv^isiK. ^^/w*:*?^ 



y -^A, h y ^K*^* y e'A, by 

xhi>o 

[0 10 21 [S!jgj£3] ^ (I) {Cj3^^TX^S-(C 
H2)^iO(CH2)^--Cfc5{l:^i»» (I c) tt, fi^x.«Tia 

[{b6 51 



Ar '-(CH,),, 
(V) 



+ HO— (Cty,2 — Ar— Y— 

(iv) 



Ar'— (ogwi — 0— (CH,)wt— *r— T— n(' 

(le) • 



[SCI', LttJJilitSSrx ^W^feroia-^ttgrlBtPIitllSr 

twif f>^x5. m mm&i:^Lx\,^xhx\>^e-io 

r y-/Wx^yu*;-/i';d-:3ri/J t;i*5l^5 r^^gj tLX 



[01031 (IV ) tm 1 ?iv^ L 5 a* (»* 
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o«ffiftj4, a^frffc-a-fe (V) ^c*ru■cil!«Jl*v^t5a 

[0 10 4] Wtt^iftj tLX\t. 
*/WAr5 K (DMF) , r-fehy, ai^ry-zK t^U 

i^Wjiif!5S»*U\ K^fi:a«l±ili*i-2 0t/j;v>uio 

[0 10 5] ±fB|!^Jtfe{r*5V^-C. BMtS^St Kn:^fi^ 

^3tMSJ£:-CI4x 'fb^'fe (V) i 0. 5fi\^ L5Si:(»* U < 
l41/iV>Ll. 5a*)ro'fl:-a-iil(IV' ) t Sr> 0. 5/iV>L5S» 
b < ^41:^ev^ Ul. 5^*) ©T-fef^/Vi?*/V'Ji?>'»3i 

iKtUTtt, 7'/W3R?gfi«. />ny:^<HK{k7K 



^nnj}^yWA/^^*S»*LV\ SlSaStt, a»-20t 

[0106] jk-^!^ (iv ) II, g (if:^ftio;^)!fei^ X<om 

/)p<'?^>'l'-l,2.3.4-T hyt. V y-M 

2— (N,N— i^;^f-/WT5 6— t KndriXT" h 
yVy, 6— fc Kndrv'— 2— f'^y i'y pJf-ZUT' h7 y 
y, 2— [2-(N.N— fc Ko 
h 9 y 2— (N, N— ^/WT 5 / ) ^ ^^'W— 7 
— t Koif-yT" hy y V.6— t Kndf->— 2— (N— p''?' 
/I'T 5 / ) p< f-yl'T' hyVyti: if\i. W09838156JC|2tt$ 

[0 10 7] [5!iigi£4] (I) {C*5V^TX*5-(C 
H2)w3NR^"C0(CH2)„4-ffe5^k^#3 (I d) ft, mx.it 

lite 6] 



Ar'-(CHj\,3— Ih + 

(VI) 



HOOC— (CH,)«4 — Ar— Y— N 
(Vil) 



Ar'— (CHjVs NCO— (CH,)w4— Ar— T- 



(Id) 



'V. 



[0 10 8] [ffilit&S] ^ (I) 1C*5V^TX^S-(C 
H2)^sNHC0NR^*(CH2)^--efc5^li-a-!^ (I e) \X m> 

Ar'-(CHpi,s-NH, + 
(VIII) 



[ft6 7] 



I /" 

i (IX) .!< 



.•a 



I R • 

Ar'— (Wpiis — NHCOH— (CH,)w6— Ar— T— ^ 



[0 10 9] jb-^i^ax) tl:^Ct^U5afi:(»*L<ttl/£ 
V^LLSS^^b-^lftl (VIII) tSr, JfiSO*#T. ^fS 
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*LV\ S^&mfitt, ii^|!«)-2 0'C/iV>Ll oot:. 



[0 1 1 OJ [Saitffie] S: (I) IC*5^^TA^'iSS^ 
SSr^t•C^^TfcJ:^^^^^§KS (Ar^-Ar^) "Cfe 

(I f) mtfTIBry-zi'^.xT'y 
SI& 1^ i o itl- 5 r 1 1 1? 1 5. 

({ke 81 



Ar'-B-L- 

(X) 



Ar' — X — Ar — T — Hf^ 

(XI) .r 



Ar — Ar — X — Ar — Y— N 



(If) 



[0 111] Ar=^tJj:t;fAr^-C^$n5 raifeS$rWUT 

5. t<9i3ft, Ar^iSiUfAr^'d^ t tiCllSiSSrWLT 
\i^Xhi.\>^y ^=^f^-^h^ . Ar^'-Ar'^saifeSSrWU-C 

^' -^S;(7 TsiiV^-f^T (Acta. Chemica Scandina 
via) , 221-230 199 3¥^lCi3«(0* 

[0 112] ^b^!^ (X) i:i;'iV^L3^fi(»*L<lll 

■t?fo-5. rjssj (offiffl4i±, mx.m\L^m (xd ic» 

LT. i!Sl<CV>Ll oa»-(?fe5. mmtW>Mlk\ i 

(0) . i^K^-'75^!:'A. f;^ (by 73:=:/V/*;^7^ 
y) /<7'^^J^ (II) ^'ay K. /N-7i^'>A-^^/f 

y-Vy^T. (hy >-) ^y-^yw- 

(0) /iif*s*»fe>ixS. IK ra^^SffliSlEj ©^ffifl: 



I*, fti^ife (XI) IC*fLT. )i!«)0. 0 l)iV^L.lal:. 
/if*U<HiKlO. 01/iV^LO. 5^i-e&5. sisja 

1 5 Ot-CfeSo SfS^Mtt, 0!l;t«»!ll ^j:V^t4 81^ 

ra-e$)5o ^ r^FJitt^^Kj turn. {»Jt«. r 

t>«. -fiSA±S:Sfi:K»S'J^•CS^LTfflv^Ttiv\ 

lO 1 1 31 WIB rT/W3-/W^gsj«J t LTtt, t^Sx. 
tf, /K 31^/— yK ^ y:/n>'-?/— /K tert 

a77>'(THF). l,4-i^;d-=3E-y->', 1,2-i^.?' 

^v*ifdsfflv>5>ix5. WIS r/>n^v{i:;K{k7k^^}g 

5o stJiE r3?#is»» t uTtt, t^nxrf. '<>'-e 

K(DMF), N.N-v'p'^/l'T-fe Ks N-p<5'>'W 

fny Ki^*ifiiSfflv>e>*x5. tftSB r^r h ^^^jgjSEj t 

s'p' f^/w^/w^t^ ■> K (DMSO) f£ ifi)m\>'hivi, 

yyK 7'nf:tr^h y/W;^iif;65^v^f>H5, 
[0 1 1 41 ;6-< LT#e>i^fc*%W^b^!felC*i^^T. 
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^R}t^(DmtLX\t. K^klSJS. StcSIS. T/i^^Mt 
RJt^s *P7K4^»RlS. r$y{kS/6. :^:^TM\:&^^. 

So 

to 1 1 51 S^IEO^S/Slcio^/^T. sm-^^fei^^'^a^ 
SiUTT^/. tKn:^i/. 

/^(Wx P« h^i^:^^^^^/^. en ter 
/i/:3e;i/-;«;7V:^:=^/U'(t?a, v^/i^;^7;P4^:=iyw;f^£ if) > C 

y;K tert-:/^/V'v?:3^^>'ViXy>'W?:^if). Cg.gTyW^ 

l-ry/^?i^f)*^f36Sfflv^e>^^5o mfco 

[0 116] ^/v^P^i^OftgiSi: LTf^. C 
:7ai::^/Wi/y /K tert-:/5^7Wi^y ^/^-^^y /V> tert- 

:/^yui;>rc5^/vi/y/u/^^), C2_6T/w^^/^(i^J. 1- 
Ty/u*if)*ifd5fflv>6)n5o rttb<^Stt. l?tu^L 

if). C^^e^/\-:=^^'ym. ^ ^=^v'^ ^^^h^i^. T^P^ 
^ ?i if ) * fc :^ h u if -X? ^ T V > T <t V > o 
[0 117] t: Vn^i^tD^mmt LTtt. C 

tf/K tert-^^f'/Vf^^). hy^ 

C7_ioT7/l^^/W(«?!l. -<>i>/W?i.if). ^/l^^^K C 

-<^^v^/l^*/V'JKr:.>'V:^c^if)> 2-7^ h^t Knlf7 
:=:/K 2— r hyfc Kn77::^/v, i/y/K«?ll. hy;^^ 
/Vv^y/K hy:J^f'/W>y/K v^;^'^/V:7ai:=:/V'->y 
/K tert-:/^/Vi^;^^/Vi/y/K tert-^^'^^/^i^^^ 

/vv^y;w?iif). c^^^T/i^^^^/^^m. i-Ty/v^^^)?t 



^Ji^m. T^f^/K ^^i'^K n-T'nlf/U/jJif), C^^^T 
/U=i^i^m. ^ h^i^s =^V^i^. T^HTK^V/jtif)* 
fcfi:^ ^^;iif-eB^^^^TV^rt> J:u\ :^/V7Kr^/U(D 

[0 118] ±l2Ufc«Saco^**ffiJ^. S^^<2^ftJ^^ 

iS=^y^ i^r^iri/;^ (Protective Groups in Organic S 
ynthesis). John Wiley and Sons TO (1980) lC|a^a):& 

&^i^if{;i?PCTff 5 r i::65-etSo mx\t. K> ^S. 

^fMt. K9i/V. :7:iiri/n: Kyv^v, N-p^^/i^ 
i;^^^;5;;W'<^:/K-^ hy h 7:/^/^T:^*:=^ 

!>A7/w^y K. h y T/^^^/i- V y 

^;vv^y/w:/n^ b^^ if)/^ifS:1£ffi-rS*ffi. jIx;^ 
;Sif;65flBv>bixSo 

[0 119] ^^iM^b'&ifett, m^\t. m 

[0 12 0] ^Sieg^b'&^ti. ffitb/cMCHSS<*:tt*if^ 

m i&sT. MCHttjfi^Ji:B&l5-rS^t;65fe5) tt> 
b^v^, ^-^^ -/^^ ^i^s h?'^if)t->^t. M 

sttSo -w-e. m{\cmmi^i>^Bt\.xn. m:t\i 

im. SttSeW^iaffi (malignant mastocytosi 
s). ^l-HttSE^ (exogenous obesity), ]§4 yi^:^}) > 
1±JEJ5Sffi (hyper insulinar obesity). igjfciftttSE^ (hyp 
erplasmic obesity). TSftttSEflJ (hypophyseal adipo 
sity). i^jfattffiSEf^Sffi(hypoplasmic obesity). 
^HffiTIE^iE (hypothyroid obesity). m*TSP14HE 
^(hypothalamic obesity). ^^ttlE^ffi (symptomatic 

obesity). /hiSIESS (infantile obesity). ±¥#BE 
S8(upper body obesity). '^♦ttlE^iSffi (alimentary 0 
besity). tt«t6i£Ti4]3E^(hypogonadal obesity). ± 
^ttflESS^ffliaim (systemic mastocytosis). :^J^14IESS 
(simple obesity). cf'L^tiflEiSS (central obesity) 
if] . J5:fejtitJE(hyperphagia). ttii)^$. Eitl^« 

(memory disorder). ilS:?: (dementia) . >}^/U-=E- V^S(ho 
rmonal disorder). itmmmm^J: t'f)m\fbtli>o 

[0121] mmm. mm^^m 
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[0 12 2] y^mm<D\iaitm.misi:xfmm&^mi. 

^ti^tiit-^Hk (I) (I') i:. 

[0 12 31 rr-c> mm^mc^m^ix^m^tLx 
ti. mmmutvxmm<o^m^mh^\>^num&W¥o 

mm];m^mm\zi=mmm. mtmmm. mm 
^^m. ^mm. mmmtiifoma^ii^m 

n fyt-fe/wn — , fc K n dp '>:/n f/w> f-/w-fe/w a — 

^'^/w-fe/i^n— ;*/W7lf^>'p«^/Hr/l'n— ;^-^- 
t Kp=^v'7'DtVw-fe/H3-;;^ (L-HPC) ftiitm 
[0 12 4] ^SJttTtt, ttlfffl*. 

isj;t«, jKy^i^w^y =-yK 7'ntrw^'^y 

— /K Vi^rXJ :^9y^ ziU7.fo—JK hV^^ 

^Wfe>ix5, sm^JtUTtt. ;^T7y 

Jlfy ti'-zUfDy Ki^, */W3K=¥->^^>'W-fe/Wn-;^-^ 
(0 1 2 51 ^!g{k»Jt LTtt, »8^tf. :^K!>li, D 



y v^m, i^i^Jfi. ^sjii, i^^y^^ni}i<r>im 
i^/uT/V'3-/w*ifAs^»f fens, mmmt LTtt. cfl 

[0 12 61 ^^m<oucHi^mmi:xfmmim.i^(om 

it«> nm^^mims m&p^mm^i 

if) , ^^^j &A&^mL &AmL mm^i 
if) . mmmk m^m^nf) , ^tm 

StSc<4-v>r^n*7'-fe/i'/j:if) , -<l^'yh. j^m 

[01271 ^mm<oMaiimm'p<Dit-^ ( i ) 

*JJ:t;;*:^?^<DE^m^S'^fO{fc-g-!Ki (I') <D 

i^±^wmi/fV'>uioofii:%-efc5, *^w<?DMCH^£ 

^ti^tl^^^^Xhiit^m (I) *fcW: (!■) i: 
UT, i^0.1^iV^t;^500mg, »*L<«^l''iV^LJi^)100 

Sri B I'iv^ LfclE](c5^lt TS^-fS ;i t A^X^ 
[0 12 81 ^^MWIICHffietSlliSiVtSlllilii^'S^H:^ 
rjjEjSffi<^f&i!iSeS!);i(OJi?gj . TMCHSSt^Jro^ 

5ri:*s-C#5. r©J;5*fffflffllll?PJi:UTtt, 

ti rifK«fe««j . mmm^^&^mmi . tmch 

[0 1 2 91 ±IS r«m^f&j|(^j t L-Ctt. esxtf-f 

i^;^ y yl&mi.j&mm. ^ >7 y :^i^?jMSjiai, yfi^r 
vymii^ascmmti^xn. m^ii^yi-^v^^/y^tz 
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JTT-501. GI-262570, MCC-55 
5. YM-440. DRF-2593, BM- 1 3 - 1 

258. KRP-297, R-119702<C if /!i5^lf 

K, -^-x^^'J^K, 5^^U = K (KAD-1 2 2 
9) . J TT-6 0 8/it*;65*(f 
[0 13 0] \^irr-t^ KSlJt UTtt, 

v;^. y ^^/<cif/!*5^if 'f >';^y ^-t t-ctt> 0. 
45;4^ibO. 9 (w/w) %(Dffi^&Sr-^tp-l' i^;^ y 
i& ; «KKyo^'5V*3±t)t-1'v::^y i^A^P)*! 

'f>';^yi^tt. ^(Dyy^^>Vhi>^^\iMM 

w m. iNs-i/if) -cfoo-c^jiv^ 't*?, -ry;^y 
victt. mmm. m^m. -^m.. *ms. 

SS^fi-CtSo a— ^'/wae^y— IfPIH^i: tXtt, 

^^^yf'-h/jrifdi^tf ?)tb5. fl3TKvi-y:^S^ 
{*:mBj|gfc LTtt, «a|;t«AJ-9 6 7 7. BMS-1 
9 608 5, SB-2 2 6 5 52, AZ4 0 1 40)t^ 

;as^ife>ixS. ±IEiJJl^lc:t)> rsmiisjfeae^j t tr 

BAY-27-9955^ii:*>6S^lf bixS, 

[0 1 3 1 ] ±E r«tm?S^fffil?&«^J t t-ci4, -piJ 

y ; SNK-8 6 0 ; ^Jifsf\^V7s9 v b ; AR 1 - 5 0 
9 ; AS-3 2 0 l?S:if>JS^Stfe>tl5o ^^y-Jr— ^a^- 

lawisii: b-cfi, ■fuj^^f -ryi^vTiifis^if e^nSo 

ynT^^^Jpi— ^CPlSHtLT}*, ^iJxiliNGF, LY- 
33353l/iif!i5^»f e>tv.5. ±IE^j;^t::t, ^^WM^^ 

^VhK^^/V', :f^^-y=5-y (memantine) , t'-^-J^ K 
y (pimagedline ; ALT-711) fl}i-b^mih^^^ 

10 1 3 21 ±12 \vExmimk9^<r>mim%\ t lt 



-/K f^y^y^cyyy^y^ y/ut^-tf-y. i^-f}- 

7 5 /^'f T S y. (S)-v':/ h 9 5 y, SR-141716, N 

[0 1 3 3] ±E mia&mmi t u-c«:, mxtir 
yi^:tTy'yymimmm.mm. */vi^i>^fs^«. * 

if;ii5^if f)n5o ry^J:i-7-yi^y&^^wUMb\. 

yw, 7'7 7'y-'K yi^>':^y''K -('5^':?'y 

/w, ^:h-^7'y/i'. -y^f'T'y /V, ■f*:*yy/i', h7 
n-7*yA, L-27152, AL0671, NIP-iaiJ'i if *S#lf 

^fv, ^y'f-^f\'9y'y'^^*yf'i'^^ /<>v^;v9y. W 

CS-866, UVnfiEt^mihfl^o 

( 0 1 3 4 1 ±iB ^mtisL&^Wim mmmtm.fhm 

y^-fy-hmt-^mfiifi^mifhil^i. HMG- 

c o Am7i.mmm.mmt lth, m:^\t:ry^<^'$'^ 

V, o/<;:^^^:^, Th/'W<;^^f- 

y^ y/w<:^-}"f-y, y/>'yf-/v, -fey>'<;^^f-v, ^ 
9/<7.9f-y. ZD-4 5 2 24fc»l-?rttfe®S (t^J^ 

y^-h, ^xiy ^■:fy-y. i/yy^-^y~Vtii£1f^ 

[0 1 3 5] ±15 mm^'i^mmi t lti4, mx.\-£-( 

■:/yxiy ziiytiifAmf btii>o ±iB r^^^MIJ 

A, n7-tf^-?i*, T/W7'7>'9A, ^/Wi^Tif ^-^A^C if 
7/^d<=^f•■^^5i^, -I'^y^^v, 

-fef'v, h^yWiifds^rfbti/S. 

[0 13 6] ttiEtfcWfflffl«^J<^S-^B#«i4P5g^ix 
•f, MCHSet^JSfe«E^fife'Kii:#^ffilil?t'Ji:?r, ift 

^s, »^^fc>-a:^«^i«5jSfi:s*^-r5ri:*5-ct 
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m^a. 1) ucammm^tcit^m&mtmmmM 
t{:mmcmmitLxmhix^^-<Dmm(oj&^. 2) 

SlikbT^btiS 2a(Dj!»UOPl-a#«!S-C<0l^l$« 

©^MS4r*iV^T<Dg4. 4) MCHMfiiSJifcriEmia 
K^Jom/j:5S4-SKT(Dl^i$S4, 5) MCHtset^J* 

[0 13 7] $e>JC rp<5 = i^®«*/w*V 

*sm^Jt, «m?sf&ise?f'j^ ffijfeffif&jSMtij. Wimmitmm 

[0 13 8] 

«a|> IllSt^'fo r^fflj «o/^i/>t3 0*C^^L. 

';!>A$rfflv>fc„ r%j «!!$f^bne^>iS^^m^:/^•— fe:/ 

#^5^3t3tgH-SrfflV^. JticSltffi-cayStfc, FABMS 
(pos) tt, mmm^m^WA^Vrm (Fast Atom Boo 
bardment MassSpectrometry) {C*3»t5 (+) &'C8S3£ 

[0 13 9] *5:'^'■C-fi9v^e>^^TV^5^:rof4,<Oil&•^l4T 

s : 'yyi^Uy h (singlet) 

• d : i^-y h (doublet) 

t MJ:/Uy h (triplet) 

q : ^T/^^yY- (quartet) 



m : ■^^V^T'Ws' h (mu 1 t i p 1 e t) 
br : :/n — K (broad) 
J * yT"!) (coupling co 

n s t a n t ) 

Hz : '^yvy (Hertz) 

CDCI3: a^-nniJ^/VA 

DMSO- dg : av'p<^yl';:^>'l'JJ^:^r'>K 

THF "rVyMYoyy-y 

DMF : N, N-i^^'?'/l'*/l'Ar5 K 

DMSO : i?p«f-yW;^/W*drv'K 

WSCD : l-^L'ffV-Z- {Z-'^/'}-J\^T^ 

y 7'n f /W) ;(7/U3Ki^^ ? K 

wsc i-3i^/v-3- (s-i^p^f-zwr^y 

^H-NMR : Zfu h ^©18^*156 {M'^y))-W^C 

DC ig^T-sy^tufc, ) 

I R : #^!SiR;^-^^' h/i' 
Me : ^ ^yV/ 

E t : :x.=f-;V 

HOB t : 1-fc Kn:^v-1H — ^-y^/ V])T\^—;\^ 

I P E : y tr/W3i— t'/W 

DMAP : A-i?:^'^/VT%J\f^)'J-y 

[0 14 0] *W;Wl:^iitFla®lc*5V^T, rns^T? 

^mii£^vKi^xn7T^-ri>m^. iupac-iub 

C o mm ision on Biochemical N 
omenclature J; 5ll&#fc5V^B:^R5^»lC 



DNA 




cDNA 




A 




T 




G 




C 




RNA 




mRNA 




dATP 




dTTP 




dGTP 




dCTP 




ATP 




EDTA 




SDS 




E I A 




G 1 y 




A 1 a 




Va 1 




Leu 


^4^y^y 


I 1 e 
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S e r 
Th r 
C y s 
Me t 
G 1 u 
Asp 
L y s 
A r g 
H i s 
Ph e 
Ty r 
Tr p 
Pro 
A s n 
G 1 n 
pG 1 
Me 
E t 
Bu 
Ph 



: ^ni^y 
: 

:^T>^yv?V-4 (R) 



TC 

[0 14 1] ^fc. *P>^)WS^T*^ffl^n5«««. 



T o s 

CHO 

B z 1 

C 1 2B z 1 

Bom 

Z 

C 1 -z 

;w 

B r -Z 

B o c 
DNP 
T r t 
Bum 
Fmo c 

HOB t 
HOOB t 



2, 6 -v^^ n P^^^v^/V 

^ y ""Jp^'t ^ V* ^/v 
i^- h n 7 31 y — 



: i-fc KP^v'-<>'X^^;Ty-/^ 
: 3, 4— Kn-3-b Kn*i/ 
-4-:^-*y-l, 2, 3— <V>^M;Ti^V 
HONB : 1 -t Kp:3rV-5-//V2i</V^^> 

-2, 3-v^:^/Wl?i^--f ^ K 

DCC : N, N* ~i^V^n^^rV/W*/VxK 

[0 14 2] >^mmmm(Dmmm<r>B9m^\^. s^to 

[Ba^iJS^-: 1] 7ix hSLC-lSr=i-Ki-5cDNAc75;^^ 



1; ^^y^i-^sgffi Ufc^^DNASr^i-o 
(E?y##: 2] 7y hSLC-lSr=^'-K1-5cDNA<D:^^^ 

tga?lj#* : 3) 5 5^ hSLC-lO^T^: ys^BE^ij^^ 

Cia?ij##: 5] bsLc-iaiacHojwaato^^D-v 

tCdoCtSSLC-lmRNACD^iaSSrSl^i'Sfcfelil^ffl tfc 
ijTj^T'n— :/ (riboprobe) Sr^i"o 
[E?lJ#*:6] fc hSLC-l^=3--K1-5cDNA^IR#i" 

[ga^as-^is] hsLc-isr^-K-r^cDNAi^itSBa 

[E^iJS-^: 9] t hSLC-l<^^T^/®gE?fJ4r7j^'ro 
[ia?«#-§-: 1 0] fc hSLC-l(S)^=3-K-ricDNA<7>;^ 

[ia?ij##: 1 1] hSLC-l(S)S:='-K"r5cDNA<0;:^ 
^ y Lfc-^^DNA^r^i-o 

[6a?iJ#^ : 1 2 ] fc h SLC-1 (L) 5r =^ 5 cDNAOy^ 

>7 y y ^IC^IB tfc-g-^DNA^^-f o 

[BE^iJS-©-: 1 3] fc hSLC-l(L>S:=»-K-r5cDNAO;^ 
y -r^>^>/tCffiffl Lfc-g-^DNASr^-To 

imm^: 14] 5' tllCSal I^^aSE?lJJiSf;t^D$l^. 
*fc3* IMtcSpe mi»8a?iJjJ»s«'JP*ixfcfc hSLC-KS) c 
DNA(D^aSiB?iJ Sr*+e 

[Ba?iJ#^: 1 5) 5* fflll;^Sai i^fiia?iJ;a5^Ao$tL> 

^fcZ' WJi^Spe m!^gB?W5#ip$Hfcfc hSLC-KL) c 

[ga^iJ*-^ : 1 6) fc hSLC-l(S) ^^CHO«ffl§a*5cfcU5fc 

A(7)^?ai:^9J«-rSfci^lii^fflbfcy 7K>^n-:/ (rib 
oprobe) Sr^'f 0 

[0143] ##«?a 1-6 -c#e>^^fciB5lJ#-* : 9 -es 

$tL5*eSfia?fJSr=»-K'r5DNAS:^tf:/7;^^ Kt-J: 
e^Kte^f* Escherichia coli DHlOB/phSLClLSli:. ¥ 

fiKi i¥2^ 1 Bji-biiism^^x^a^ffi^^^x^x 

mftWW^gFf (N I B H) d^KS^F E RM B P - 
6 6 3 2tL'C. 2p^l l¥l^ 2 1 gd^bWfflffiA- 
( I FO) (C^teS^ IFO 16254i: 

[0 1 4 41 

[*1I«»J1 #^fi»ll 

2-(R)-[2-(N,N-i^pf^/WT^ /):^f*/^]-6-{4-[(4-^ h 

yy 

[^b6 9l 
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2-(R)-[2-(N,N-i^p<^/VT$ /):t^/W]-6-t h'uiri^ 
T h7 y >'(300 mg), 4-(t Kn^ri^;«f'>'W)7 3i=-/W 

^•^^(430 iiig)<0THF^fe[(6 ml)lC, T/i^*/W#V^i^ 
3i^7K40% h;n>-SjS, 0. 95 g) SrTk^TJST tfc. 

^^A^^n-r ; 

-'^=¥f-y)5rS-C. ^H{t^4&(320nig)S:#fc, 
iK^: lll-lHt:. 

[a]D^° = +44.4° (c = 0.502. :^9J'-f\A. 
(0 14 5] ##«!I2 

N-7 3t=./i'-4-{[2-(2-f^!J i^y3:'?^/i')-6-7' h7 y- 
y^];^-=^fi>';^f■>'^)'<>'XT5 K 
niS7 01 



o 



4-{[2- (2-f^y i^ya^f-yW) -6-r h 7 ^ =/V'];4-=3E-i^ 
P« f'>'W $ASS?(300iDg) <^THF!S«?K(3 ml) »C h !) 
/WT? ^-CO. 11 ml)SrJO;t, iSfb h P ^ ^yWT •fef"/K92 
nig)<^THF^JS(0.5 mDSTTKi^TJaTL, 305^M«}^L 

T^y V(85 nig)<OTHF^}K(0.5 ml) SrjST l^Wit 
Lfc, iE»c. S*&«SrSjl-C24l^lW«tJ^«^, t&lPmW 

THF-;^ ^ J -yW-IPEi t) L, ^mi'C^m (150 mg) 

jai/S: 183-185t:. 
[0 14 61 ##^J3 

4- { [2- (2- tf'^ y / 3if-/w) -6-f h 7 y ^/w] -^^ 
^M-N-(2-try i;=/i')'<>'XT5 K 
nk7 11 



o 



(Jo 

4-{[2- (2-f'<y 5^/31^/1/) -6-xh7y=/V']:«-^'> 



p'^>'l')$A«l6(300iiig)©THF® jS»(6 DiDJC h y 

hyp* ^yUT-fe5^yu(0. 095 ml) SrTkftTJST L,. 30^>rBl 

^i^L-fc. si£;j«?Sr^m*-c#iaL. i^r^it^m. 2- 

r5/f y •:;>'(11D iiig)WTHF|gffi(1.0 mi) Sr7k?^T}B 

eotf i2^Ffliji$t. mwrn^^x^tz, w^mn^ 

* 7 A ^ n -r h 7 ^ - (MgaSiSE ; TUF) t , 
ff)SS(ftK^^^l^IPE)SrST. ^S{l:-g-«!l{30 ing)Sr 

Bl;^: 139-143t:. 

[0 14 71 ##094 
4-{[2-(2-f-<y v?y3i^/W)-6-T h7 y :^>'^]3^dr>>p^ 
f^/W)-N-(2-*/ y i:/U)^>'XT 5 K 

[{1:7 21 



,xxr" 



o 



4-{[2- (2-f ^y i>/3i^/W) -6-r h 7 y -/V'];i-df^i^ 
pt^>'W}SSSK(300iiig)«DTHFj»S?S(6 niDJC h y 
/WT 5 1^(0. 22 ml) SrJDx. ffifti h y ^ f-zwr-fe^/KO. 
095 mD^Tki^TjBTL., 305^Wmj$LfCo SJCJffi^^ 
m*-C#tat, ll^M«#«s 2-T5/dfy y:^(170 m 
g)(OTHFSjS{i.o ml)S:7k?frTiSTU Sfi-cmwSt 

fco a$SrT>'W5-t:*7A^n-=i' h^/'77w-(SH^ 
^ ; THF) -effiSi V f/V 

3i>-7^/W)Srg-C, ^jS{IS-g-«J(45 ing)«:#fc. 
135-138'C. 

[0148] 5 
N-(4-;>< hdri'7i->'U)-4-{[2-(2-f '^y i^ya^^/W)- 
6-7^ h 7 y f-/P} 'O'Xr 5 K 

({1:7 3] 




o 



4-{[2- (2-tr-<y -:^/:x:^yv) -e-r h7 y 

yf*/V)^S#K(170[Dg) . 4-;^ h^VT::^yy(53 m 
g), HOBt(70 iiig)ib^<tI/DMAP(60 mg)<7)DMF^?K(2iDl) (C, 
WSCD(0. 11 mD^r^a-eiPjt. 12^WSIi^Lfco 



-41- 



^77^- mmmm ; thf) -ciFSss^, s»s (thf-ipe) 

[0 14 9] ##«a|6 

N-(3,4-i^p< h#i/7i=;W)-4-{[2-(2-tf^'J 

Hk7 4l 



O 



4-{[2- (2-fc'-<y v^/^^>'l^) -6-7" h9y^/l^]:t=^v^ 
^f-/WSm*K(300mg). hdri/T::^y V(120 

ffig). H0Bt(120 mg)*3j:Uq)MAP(100 mg)(7)DMF^(3 m 

i)(D\c^ ncd{y])-W. 0.2 mi)Sr^?i.-eJPx.> 

5 9 ^ n h :7 >f - (JSM Sf^K ; THF) -C 
ffiefa (THF-IPE) ^ST. ^Jaffc-^K? (330 mg) 
^ntCo BA: 178-180t:. 

[0 15 0] ^^mi 

6-[4-(-<>'V'-</^T^ /)^Vi^;V::i-=3f£/]-2- {2-b'*--^ 

lib? 5] 




XT' 



o 



6-fc Knd(^v'-2-(2-b°^y v7/ai^yv)7' h9 'J :^(500 
m%)<DWmm^ ml)l^, TK^^b-^-h y •>A(60%»<^, 85 

n*^f-/V)73:=-/'V]'<vXr5 K(670 mg) tr^taT?iO 
(SMS*«:THF)tM»»«. ?f}gS(RK3i^/u)Srg 

[0 15 1] 

2-[(N, N-i?/ ^/VT 5; / ) ;< f^yw]-6-r h 7 y 4-tf 

I<k7 61 




2- [ (N. N-i? f'-'V'T 5 y ) p< ^^^] -6- 1 K n df- i^x h 7 

y (300 mg) o t' y i^* (6 mi) t;i . 4- 1* 7 s ^ y 

*/W>}?VgS(580 mg)*5iUtWSC(560 iDg)S:ttx., ^ifi-CS 

10 : i)-e»Km, ffigfi('^=sf-y->')Sr»T. ^JH^b^^fe 

(300 iiig)*#fc. 
il^: 85-86t;. 
[0 15 2] ##0!I9 
2-[(N.N-i^p«^/wr 5 /)p<^/V']-6-{4-[(4-> 

i=i/w)*/vjp=/w;i-*i']'<>'^^''i'3i-=^'>}7' y 



2-[(N,N-£^^^/l'T5/)^^/V]-6-t Ko=3fi^T Vy 
mg), 4-(t K^=3r^/y^>'^)7 3:-/^ 4-;^ h 
i/-<>'>'^- K570 mg), h y 7ai=^;V*;^7^ >-(5 
74 mg)(0THF^<K(3 ml)iC, 

{/mVA^^-yf^WL, 950 mg)%S?a-CjgTL-, 3^W«i$ 

/v=6 : l)-eftSitt. ffi^S(SB^?^^/^-'^=^^i^»'^^S 
ail{fc-&«5(175 iiig)S:#fc. 119-121t:. 

1 0 1 5 3 1 m^m 1 0 

2- [ (N. N-v? 7f ^/I'T $ y ) ^ f-yH -6- {4- [ (4-7< h * '^-^ 
^'i?/^)^=^^v']^>'v'>'^*^v'l■r VyVy 



.jOCT: 



CH, 



2-[(N.N-✓'7<^/^T5y');<^/'^]-6-t Kp=3f.vr h7 
y i^(300 mg), 4-[(4-^ l-^i^^yi^M:^^^/]^^^^ 
/ur/V3-/Kl.07 g), h y 73i=i/W*;^7^ V(l. 15 
g)(0THFSff«(6 inDJ;:, Tyi^;*/v#i^^i^^^^K40% 
Yji'r^y^m, 1.91 g)Sr^?tTffiTU12^Wi;#b 
fc, SfSiSSriRiigU a^*T/v$:»-*7A^D-T 

10: D-vnnu ff!^ft(i^a6:t^/i— =^-y-^)«rs 
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BM.: 106-1 lit. 

10 15 41 1 1 

6- {4-[ (l-^V-/^:*- 7 1 y-2->f /U) ^/Wsif^./wr 5 / ] 
^V5^/W::d-*'»-2-[(N. N-i^pi f-/UT h 

[fk7 9] 




1- ^>'yf-;i-73:y-2-*>'V'!K>'ift(230 mg)©THFgfSe(4 
mDIClDMFSrlJSiiO^. :t#-!Mi/W^ny K(0.23 ml)* 

F(l bDIC^^U 6-(4-T5/'^>'v^/^;^■dri^)-2-[(N, 
N-i?p<f^/wr$/).y^/V']^ :^(300 ing)©f 

i^S(THF-IPE)iSriKT, SH^k-g^tfe (250 nig) Sr#fc. » 
;S: 165-169t. 
[0155] ##0fl 1 2 

2- [(N. N-i^pf ^A'T 5 y ) 7« f'/U]-6-{4-[(4-;^ ^ 

Ut28 0] 




6-[(4-T 5 /'<Vi^yw):id-dri^]-2-[a<. N-J^^ f'/WT 5 

y)y^/w]7^ h7 y v(3oo mg)(Dfc' y v'v^Mce mDtc: 

(1 ml)-&7)c?^TjSTt. 155^Ffl«JJ^Lfc. SJC, Rit^m 

(gie3i^/wiPE)«:Sr, «S{b-a-«&(260 ing)Sr#fc. 
Kyfii: 137-140^. 
(01561 ##^J 1 3 

[(N, N-i?^ -^ywr 5 /) y f^/wix h 7 y >- 

Mb8 1] 



6-[ (4-T 5 y 'Oi^/l') ii-^ i^l-2-t (N, N-i^^ ^/WT 5 
/)y^/'W]7' h7 y y(300 mg)(Df y i^y^fK(6 hDJC 
Mft y = ^/VT -fe f-^W (200 mg) (O-mm^ (l mi) ^tK?^ 

TffliTU. i5^^Pfl«J^Ufco Stc. Si&SS^r^ia-T?, 15 
mg) 

W.^: 130-135t:. 
(Q 1 5 7J ##t^l 4 

^[i-(r<-y/^;vT 5 y )-<yi?/^5^^f•'>]-2-[ (N, N-i? 
;>« ^/UT 5 y ) p« ^/W] ^ h 9 y V 
[{128 21 




6-[ (4-T 5 y V]-2-[ (N. N-e^;< ^/WT 5 

y)y^>'l']7-h7y V(300 mg)<75lfy i?>^»(6 ml)<C 
«{b'<vy-1'/K0.14 inl)Sr7k?fJT)STU. ^fi-C305^ 
raitJ^Lfc. Sf£:»Sl-l0%;^®S* y •>A7K^fKSr*Pt. 

7 7^- (IIM^j^ ; mk^^^\^) -ClttS!^, ffifeS (THF 
-IPE)^ST. «JB{ti^ife(240 mg)Sr#fc. 
128-133^. 
[0158] 1 5 

2-[(N,N-v?y^/i'T$ y)y^>'V']-6-{4-[(4-y V^i^^ 
1^/4 /w) r $ y ]^>'i;yi';i-=^i^) X h 7 y >- 

[{be 31 




6- [ (4-T 5 y v'yi') ;t * iy] -2- [ (N. N-i?;< f'/i'T 5 

y)y^-'i']7'h7y >'(3oo mg)©^ y i^>'^jS(6 nii)»c 

mtv-T-)^^ MO.iO inl)Sr7k?&TjBTL. ^m-C30 

h ^^7 7 ^ -(JSM^iE ; mm^^f\^) -CISK^. ffigS 
(THF-IPE)SrgT. SS{b-g-iK>(300 mg)Sr#fco 
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155-159t:. 
[0 15 9] ##^16 

2-[ (N, N-i^p« ^/WT {4-[ (.2-^ h^'y^ 

li\:8 4] 




6-[(4-T $ / :;*-^->]-2-[(N, N-i^p< ^/l-T 5 

/)^f-/W]r h7 !J ^^(200 ing)c?5fD v':^^?K(4 ml) 
tc, o-T-y^f/W^'ny K(0. 15 nil)^7K?^T}BTU, 
^)at?30^^R|Jtj$Lfc. SJtS»fC10%j^K* y "J'ATlcgf 

«7KT-gfe^L. ^!®S^«iffiLfc, ^$5:T/W5-^-i7 7A 

i'xj^v^yy^- mmmm thf) -eMS!^, sefa 

Sl^: 1O6-1081C. 
[0 16 0] ##^1 7 

6- {4- [N- (4-;< bdf-i^'<:^>'^/V')-N-;<f--'V 
[^bS 51 

HjCqA^ ch, 

2-[(N, N-S^p< f'/vr 5 y ) ;^ f^;w]-6-t Kn * Vt' h 9 
y y(150 mg). N-[4-(t Kn^iyp«^/v)7a.-/W]-4- 
^ h =Sf v'-N-;' f-/l-<vXT 5 K (600 ing) . hVy=^~ 

yW*;^7^V(570 nig)mHF^;K(3 inDtC, TZ'J'l3)V 

^:^S6i?3i^/w(40%h/va:^^gf?^, 960 mg) S:^iaT?S 

g^^3^^/W~g^K3i^/U : ;>< ^ y — /l^l : 2) -CttSt Lfc 
i^(185 iiig)Sr#fco 

^H-NMR (CDCI3) 5 : 1. 20-1. 50 (IH. m) . 1. 80-2. 46 (5H, 
m), 2.25(6H. s), 2. 68-2. 86 (3H, m). 3.47(3H, s), 3. 
74 {3H, s). 4,95(2H, s). 6. 52-6. 76 (4H, m), 6.84-7.1 
4(3H, m), 7. 22-7. 38 (4H, m). 

[0161] 1 8 

N-[4-({[2-(-:>3i^^wr 5 y)3if=-/HT5 /l^/i'j)?^ 
4-tr73:ily/'^*/^^l^*■!^5 K 

[<I28 61 




4-kf7i-y/V*/V'>}^vK (0.879g) OTHF (15ml) ^ 
fe?tC7k?&T> :*-=3f-!J-y>'W^n y K (0.46inl) ti<tt;D 
MF (IS) €:An^fc. S^£:iS«rSa-e305>W«t«i«« 
ifilLfc. «$?S:THF (10ml) -fu-^yOT^ 
VmBM. (1.078g) thy:3i^yVT5V (1.4ml) (7>THF 

(20ml) sgSJ«icot;-eigTUfco o'C-e305>Wjti$ 
SJC«St-10%^»*y !>A7|c^?««:AD;t, I^K^f^ 

(1.147g) 

: 237 -240"C (i>«) . 
[01621 1 9 

4- (4- f 7 1 = y /i^) h ^ i^) -N- [2- (-f y y o tT/WT 5 

y')aif-yU]-<yXT§ K 
[fb8 7l 




4- (4- I - y h =3?- iy) (1. 007g) (DTHF (30 

nil)*3J:0!T-fe h::^ h y^W (30 ml) CDiB-&gfJSJCWSC(0. 
708 g). H0Bt(0.521g). N-^ y 7*a f /Vaif- WV5;fT 5 

^(O.SSSg)*^^!^^ y J^^/vrS V(l nil)$rJP^fc„ ^ 

?a.T-i8^wjt#mx Rjz^m^i\^^tx\7L. mk^f-^^-^ib 
WUfc. *«S^io%^®?*y '>A7K^JKi3±tJ5«&fn^ 

ffife^br, ;^Jijb^i|& (0.806 g)Sr#fc. 

: 150-154*C. 
[0 16 3] ##if!l2 0 
2-(N,N-i?3if-/VT$/)3if"/V' 4-[ (4-K'7*riy 
/W) */WJi?::i/l'T5y]-<V/3^— h 

[-fbss] 




4-b'73:=y/>*/V5}?V^ (1.091g) OTHF (15ml) ^ 
»eeiC*i*T^ :t=3ff-y>'W:J' n y K (0.39ml) JSit^D 
MF (Ijg) SrJD;tfc. S^£;^Sr^^t■C30^>Wit#^^l 
iBbfc. «$SrTHF (10ml) (C^g^SU yp*-1':^«» 



-44- 



Jfi (1. 091g) thV 3i5"/WT 5 > (0. 67inl) OTHF (SOm 

(0.728g) €r^fc. 
: 146-149t:. 
[0 16 4] ##^2 1 
N- [4- ( { [2- ^/WT 5 / ) T 5 / ) * /W5l?= 
/V')7i=/w] 4-ir7i=.!J/P;!;/HJ?^t-5 K 




4- (4- f 7 s = U /W* yV*=./WT $ / ) (0. 323g) 

WTHFdS m\)ioi:Xfr± h^VV/^ (15 ml) <^Jl-^^f$ 
JCWSC(0.248 g). HOBt(0. 156g), N,N-i^p<^yW3if-uy 
S^T 5 i^(0. 097g) itJf h y 3i'^/VT 5 V(0. 21 ml) S: 

aif^^'u-eata Lfc. w«i®srio%^®f*!Ji?A7k^Sfi3 

/ -/W/i^ai^/Vai-T'/Wd* e)ff UT. :^H{b^«J 
(0. 100 g) Sr»fc. ffli^St : 261-264*0 (5^») 
[0165] SlT(0^^m 2 2 /iV > 1 2 5 tCE«©^k;-g- 

##c^2 1 tmmci^xmmLito 
m^w 2 2 

N-[4- { [2- (l^'^ !) S?/' 31 ^/W) T 5 y ] ^/Vj}?-/!'} 7 = 
::^>'l'] 4-tr7=:=i'J>'W*/WsK=^rf-5 K 

Hk9 0l 




Bl^ ; 247-252t: 
##{^2 3 

N-[4- { [2- ( 1 - tf C2 y i^=L/v) oi^/w] r $ y ) ^/wd?; 
[{k9 11 




[0 16 6] ##0)|2 4 
N- [2- (N, N- ^/i'T 5 /) y ^/W-e— r K 7 y 
/W]-4-tf7 3iriy/W*/UjJf:J|f-t^$ K 

[{k9 2] 




iK-^ : 164-166'C 
2 5 

N- [2- (N, N- ^/ur ^ / ) y f^/W-6- r h 7 y - 

/w] -4- a = y ^w^v'i'^dff- 5 K mk'A 

[ft9 3] 




CHj 



HQ 



MM. : >;250t; 

^H-NMR; 6 :1.24-1.54 (lH,m), 1.84-2.10 (2H, m), 2.2 
0-2.50 (3H, m). 2.26 (6H. s), 2.79-3.01 (3H, m), 
7.10 (IH, d, J=8Hz), 7.28-7.54 (5H, m). 7.60-7.82 
(5H, m). 7.94 (2H, d, J=8Hz) 

IR(KBr) 3028. 2910, 2640, 1658, 1538. 1417, 746, 
701 cm~^ 

[0 1 6 7J ##M2 6 
N- {3-[ (N. N-i^;^ ^/^T ^ 7 ) ;^ ^/W]-!. 2, 3, 4-x h 7 t 

Ywl-^y lJ^/W-4-tf7 3i::iyyV*/Vx}?:^f-^ K 

Ub9 4l 




B;S:241-245t: 



4-tr>^a.:=.yy^:*yV7K:/S?(l45 iDg)(0THF^JS(3 ml)l::D 
MFSrlJB^Dx.. 7k?^T:t+1^yy^i5^n»; K(0.1 mD^JB 
TL. ^STSO^J^MJti^Ufco S^S*SSrfi««THF(l m 
1) \Z.mm 7-r ^ / -3-[ (N, N- v^^ ^;VT ^J);^^ 
/V-]-l,2,3,4-x t Kd:^/ y y(150 mg)C0l:''i; v^>' 
^«(1.5 ml)|C7lC?&TrSTU. 305>Mfll^Lfco 
«:^®te:#aLfc^. 10%^K:!S7y !?A*SfJKS:JDi. T 

e:jS^m^8^UfCo ^^f^tTHF-ipeJ: 9 
SigfiU ^M^b-a^^deo mg)Sr#fcp 

206-211*0. 
[0168] 2 7 

4- {N- [ (-< > ^ V/) /p;}^ :=:/w] -N- ;^ ^ y ) - 
N- {3-[ (N, N- v?^ ^/WT ^ y ) 7« ^/H-1. 2, 3, 4-x h 7 t 
Ko-7-:^y yri/w}^:^XT$ K 
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Ut9 5] 



X 




4- {N-[ v?/V;^-^ v') iJ/W^K-Zl^J-N-p* ^/VT 5 / ) 
$a#iS(210 ing)©THFS?S(2 ml) ICDMFSrljgirat, 
?fJT:^^f- !J >'l'^ y K (0. 1 ml) ^rrST ^ja-e30^^ 
fSimWl^fto Sfii:««r«««THF(l inl)i::Sf»U, 7-T 

5 /-3-[(N, ^^/l-T $ /) p< 2, 3,4-7^ h 7 

t Vn^/ U V(150 iiig)<7?t'!;-:^V^?S!(1.5 mDJ;:*}^ 

■^^(220 mg)Sr#:fc. 
HA: 167-172'C. 

10 16 9] ^nm2 8 
N-{3-[ (N. N-i'p' ^ywr 5 y ) p« f-/l']-l-*/V' $ /V-l, 2, 
3,4-7^ h7t D:=^M-4-tf7i=y/W*/W 

I{fc9 6] 




#Lfco SJ^:}S^-^ N-{3-[(N,N-i?^f^/vr5y)^^ 

yU]-l,2,3,4-X h7t y -4-1^7 1 — 

U/W^/U^e^^f-S K(80 mg)^r7k?ftTAP^x ^ia-C72KI 

fP*M*-C?trtL. IfcSi^SSibfCc J^^SrTHF-IPEJ; 

(9 Sffl^k^i^ (80 mg) tr#fc, 

IBl;^: 134-138'C. 

[0 1 7 01 ##^^2 9 
N-{l-T-fef-/W-3-[(N, N-'v'^ f'/'VT 5 y ) f'/'W]-!. 2, 
3,4-x h7 t Kn-7-dr/' U =M-4-t^7 3i-!J>'W*-'V' 

[fl29 7] 




jooa 



N-{3-[ {N, N-t?^ f'/l'T 5 y ) pi ^;V]-1, 2. 3. 4-7^ b 7 t 
Kn-7-=^/ y :^/l')-4-tf73i = y /V^/l'sKdMh? K(80 
mg) f 'J (1 ml) i£jbT-fe f'/V (0. 02 ml) 



ilitfc. S$?:THF-lPEil9»)^SL. SS^li^'fe(64 m 

g)^#fc. 

167-173t;. 
[01711 3 0 

N-{3-[(N, N-i^f;^ ^/W7 5 / ) ^ ^>'W]-l-;< '^-jUT.^Vt^- 
/Wl,2,3,4-7'h9fc Kn-7-dfy y=->'H-4-lf7x=.y 

10:9 8] 




0=f=O 

N-{3-[(N, H-i?^ 'f/vr 5 y ) ^ f->'l']-l, 2, 3, 4-7' h 9 1 
}ti3-1-^ / P =-M -4- If 7 1 =- y 5 K (80 

(0.02 mi)^7k?^T*px., m.mvimmm^\^^, H(-> 

SiS^t^^lfi^bp* ^ v:x/v*=./Ko. 02 ml) Sr?k}*TiD 

^taT?i2i^pflit#bfco Sf&f««wio%^i?*y ^'•^ 
»*jfi*-ei^#u. ^yai^aissufc. i^^^thf-ipej: 

iSll/g: 184-188^;. 

1 0 1 7 2 1 3 1 

2-(R)-t2-(N.N-i^;< ^/VT 5 /)aif-;W]-6-(4-h Hp * 
5/'7 i-ZW) ^ h ^Vt' h 7 y 
nb9 9l 



.XT) 



^CH3 



TK^'fby ^^^-^T/W^^^^ACeO mg)(DTHF!SI?S^S(4 ml) 
ir. 7k?^T. 2-(R)-[2-(N.N-i^;^^/WT^/):^^/V']-6 

h ^ v^] r h y y (330 mg) (DTHF^tt (2 ml) ^fgT U 

:Ilf^>rw-^:a(.1^y)S:jgT. ^M^b-^^^CTO mg)^»fCo 
iBl^: 132-135^. 

[a]jj2o = +56.9- (c = 0.505, J—)\^). 
[0 17 31 ##««J3 2 
2-(6-p« h^i/-2-7^ h7 y ::^/W)-l-b'*^y 

[{kiool 
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o 



2-(6-p« h7 D=/U)ftll(8.8 g)SrTHF(150 

ml) tT± h- h y/K50 ml)<om-^m\^^m\^. tT^'J 
i?>(5.2 g). WSC(12 g). H0Bt(6.0 g)*5 iU^ ). y 
/WT? v(17 oiDSrJDx.. Sit-ei2^K»Ei$Lfc. SJS 

(SPB^iS ; Sg6:i^f-/W)-C»|l{U, ^a{b^!fe/(10.3 g) 
Bj^: 59-6 It:. 

[0 17 41 m^msa 
1 0 1 1 



o 



*V^0'^**4><,^ HCI 

*^{l;y^^'.i.T/U$ = '>A(1.94 g)(OTHF!S®«(100 
ml)\Z, 2-(6-;< h#i^-2-T h7 y ^yi')-l-t°-<!J v?y- 
1-31^ / >-(9. 80 g) (DTVmmi50 ml) ^tRJ^TiBT b 

tyb. SJSJKSr^fi* -CJ^iP^, lN*K^b^ VV^A^ 
PEi t) nm& «IH{l:-a^t& (9. 80 g) 

®!^: 189-19110. 

[0 17 5] ##«»J3 4 
6-fc KndfV-2-(2-f-<y h7 U 

litlO 21 



O 



=f-Ji^)7- hyVy mMkm9.2 g)Sr*Dx.. 4^PflMitjSS 

1^(5.8 g)Sr1tfc. 
iSW^: 154-157^. 

[0 17 6] ##«*93 5 
4-{[2- v'/i^/W) -6-xb7y=-/V];t=^r':' 

litlO 31 



Hp' 



o 



HCI 



6-t Kn:Jt->-2-(2-f^y hyV ^(1.50 

g). 4-(t Kn=^ri^pt5'>'W)$l.#^^^yKl.44 g). 
hy 73:=/W*;^7^i'(2.60 g)(0THF^(15inl)lC, 

7'i/i^*/V'3}?Vgfi;'3i^;W(40%h>'W3:vSSS. 5.10 g) 

ffttft ^' y -/WIPE) *gT, SHfU-g^tfe <1. 36 g) «r 

iSA: 190-1931:. 

[0 17 71 #%0!I3 6 
4-{[2-(2-f'<y i;'/3i^/P)-6-7^ h 7 y 

[{kl0 4l 



o 



4-{[2- (2- y i^/ -6-r h 7 y 
y^/l'}^S«Kp'f-/l' ^^^(1.06 g)Wp'^'/-/^ 
^f^(20 BiDIC. SNtKSS^H-^- h y ■?i'.*^^(1.8 ml)?: 

Jgfi ^JS^b^t) (0. 93 g) :ii ^ / -/w 

ia;^: 105-108^:. 

[0 17 8] ##0y3 7 
4-[N-(4-;^ h ^-y^>'y-f/\^)-li-?t ^/WT 5 y ]^-&# 



[{tl 0 51 




4- ^/V-T $ y ) (5. 0 g) (DTWmm (50 ml) »;i 

^iki- h y !>A(23 g)<D*^jS(50 nil)4:iO;t, p-T- 
y-T/v^ny K(5.6 g)S:7kJ^T«iiTL. 155>MatJ$ 
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WiM.: 157-160t;. 

[0 17 9] ##^J3 8 
N-t4-(b Kci=^riXpf^>'W7 3:=/W]-4-p« h^iy'-ti-^tf- 

Hkl 0 6] 

14 g)(DTHF^JS(10 inl)(C#7^^<^THF^?K(lM, 16 
85-90'C 

[0 18 0] ^^ma 9 

4-(4- tr7 31 =■ y J^/HJ^ri/l'T 5 / ) $ ASKp^ 

mi 0 7] 




4-Vf7 3:::^yyW:*>'W5j?>'if? (2. 184g) <^THF (30id1) ^ 

JKlC7k?&T, ;i-:¥f-y/v^o K (1.2ml) *5j:0tD 
MF (0.04ml) SrJPxfc. SJ^:jKSr^m-C305^Wa#^ 
jftiiSLfc, a^SrTHF (ISml) {C^d^U 4-r5/^E 
Sifp'^/W (1.512g) tHJ:ii^/WT$:/ (2. Iml) OT 

HF oonii) mmico'c-cmrvfzo ccfso^^Mm^ 

SjE£;iKt;iio%i!'^>'SS;!K^j0?Sr*P;t. g^S?3i^/v-c 

^L. SM^b-^tl (2.179g) ^Sr^fc. 
BM. : 247-251'C. 

[0 18 1] ##«^4 0 
4- (4- f 7 a = y /W* /k7j< 5 / ) $£&^Wt 




4- (4- 1^7 = = y /w* =./wr 5 / ) ^/V' 

(1.998g) ©THF (eOml) jSXX^/^ /—^^ (20ml) <0 

®-&^}S(ClN*K'fl::>- h y !?A7K^?S (8ml) Sr*DX.> 
^?aT'18^M}ti^bfco SJS«l-lN:fiK (lOml) SriP 

mSit'^^ (1.760g) 

St^ : >3 2 0t. 

^HNMR(DMSO-de); 6:7.37-7.57 (3H.m). 7.77 (2 
H.d). 7.85 (2H.d). 7.95(4H.s). 8.08 (2H.d). 10.56 
(IH. s) 

[0 18 2] ##^4 1 
2-[(N.N-i^^^/l'T 5 /) P« ^>'H-6-(4-- b n-ti^i>/l/ 
:t^i^)y'hyVy 

[<bl 0 9] 



0/1 



6^. 



2-[(N,N-v'>f-/VT? /')^"5^/V]-6-t Kd=^->'7' b7 

yy(i.5 g), 4-— ht3^:<'^;/V'r-'V3— /K3.35 g)^ 

by yV5^^^7^^'(5.74 g)©THF^(15 mDK^ 
T V i?;!7/V4^ yiSfv'^^/V (40% b )^-^ 9. 53 g) 

^^iar-jKTL. 24^ffljtl^tfc. SJ&JKiS^L'. ^ 
^ ^ T/v 5 7 A ^ n b 7 — (SMSf^ ; 

(ftS63:^/l^d^•»^ :^) SrST, ^Hfk^ife (1. 29 g) ^ 

83-89'C. 
[0 18 3] ##«^4 2 
6-(4-T5 /^>'v?/^^=^^^^)-2-[(N.N-J?p«f•7^T5 y) 

[^t: 1 1 0 ] 

2-[(N,N-:?;«« ^/vr $ / ) ^ '^/W]-6-(4-=i h P^>i^/V 
:^dfi>')r b7 y V(1.91 g)OTHF^?S(12 mDtJl, tRJ^ 
TB^K(6 ml)<£rJP^fc^^ ffi^»*(3.67 g)4rJP;i, 6 
^Ffl«J$Ufc. a^?»S4r6jiBU '5«lr««8L.fc. 

^ ; /vde-f-:^~^dM^y : ftK^if^/v^ : i)-e»»tu 
^H^C^i^d.OS g)5r#fco 

'H-NMR (CDCI3) 6:1. 18-1. 50 
(IH, m) , 1.7 0-2. 5 0 (5H, 
m) , 2.24 (6H, s) , 2. 7 2-2. 8 
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6 (3H, m) , 3. 6 8 (2H. b r s) , 
4. 8 8 (2H, s) , 6. 5 8-6. 8 2 (4 
H, m),6. 99(1H, s), 7.14- 
7.3 0 (2H. m) . 

[0 18 41 ##^4 3 
4 - T - y / * A'J}?=/l'$A#»y f-fl^ 

\KC\ 1 U 




4-p« h^->*-'V:^=i/V$J&«K(540 mg). T^^y V(0. 
27 ml), WSC(863 mg), *J it; h I> ^i^A'T % 84 n 
l)?rTHF(20 mDlC^Pxfc. Sf£:?K*^?a-e20^ffim# 
^, 7k»^*>«t. RSf:t^/W-THF(l:l)-ettWtfc. W«l 

: 189-190 "C. 
[0 18 5] #%^4 4 

[fkii2l 




/-/Kie iiii)-THF(6iDi)gfffiii:, 8 n»i *i6{l:f-hy 

5'A7KSffi(8 ml)^SriD;t, SfiT-l^MJti^ tfc„ SlS 
^jSICI iBol ItSJSrAPx, pH=5(CLfcm, g|g?3i^/i.- 
THF(l:l)t?JftWUfc, WMSSttKs &^:ft:S7K-Cj5fc# 

^a{b^i^(480 iiig)Sr#fc. 
ffi^ : 305-307 °C. 

[0 18 6] ##{^4 5 
4 - (2-'<i^y [b] 7 7 ^SSK 

[^kl 1 31 

4-y^-t$SSS3l<^7p{2.3*gV^^''^^>'(40 nl)- 
ji^y-zWdO mD^jglC, •<>'i/7 5=>'U-2-3j<ny 
K(2. 1 g), r h7 by 7 = =^/WJf:;^7Wi'^''7i>!>A 
(200 mg). *5iUt2M h y A*^fKS:«D;i, T 

^yyu^yA^n-^hj/^^-f— CfSKUfc (SMS 
jH : : ^dE-f->'=l : 4) . ISS«4»^««g^, 



^^r/— yu(10 ml)-raF(10 ml) ti^SSP Lfc. ^f>*T/5 

^»c, ^m-c. 8 moi TkSft-^ h y ^'A7k^gf^$(8 mi) 

^JDi, 2^KaSi$Lfco RiSMm^l mol i&KSrJDx 
TSfttlCLfcS, i¥K^^/l'-THF(l:l)-CttffiLfc. ^ 

P>nfc^$«r-'=^i>->'-Cfti^U ^H{1;'&4&(2.272 g) 

: 292-294 "C. 
[0 18 71 ##«^4 6 
3 ' - T-fe f-zUT $y-4-lf7i=:y 
[ft: 1 1 4 1 




iK;^ : 300-301 t. 
[0 18 8] ##CT4 7 

N- [2- [ (E) - (i^^9^/wr5/)p<f-yx>']-l 
K 

[{fc 1 1 5 ] 



5-r-fe hT5 K-W>'yy y (2.5g. 13.2nimol) Ki? 
^ f-iVH^A'KT % y^:^ '^)VT^9—>\'^^7L^ 10 0 

(2.73g) «:#fc<, 
NMR (DMSO-dg) 6: 2.08 (3H, s), 3.13 (6H. s), 
3.87 (2H. s). 7.31 (lH.s). 7.52 (2H. m), 7.86 (IH. 

s), 10.16 (IH. s). 
##^4 8 

N-[2-[(i^^ f-/vr X/):^ f-JVYl, 3-i^t Kn-lH-'f 
7'>'-5-'f7W]T-fe hT5 K 
[fkl 16] 

H.C'^JJ-'^**^'^ N-CH. 

4 7 •CWfcN-[2-[(E)-(i^^^/l'T 5 /) 5^ y X 

V] -i-;t ^ y -2, 3-:;' t K D -ih-< >'7' v-s-'i' /v] r ± 

hT$K (2.70g. 12.3iiimol) 1 10% /<7 

(0.3g) Sr, /^'/-/l' (60id1) tRK (6inl) S-a-^f0E 

j;i;!jDx, 7K^#H5lTtc:43v^T4 ot:-ci 9Pfl^#Lfc 

^Sffigg (15ml) iMz.. S^K^^/w-Cj5t#Ufc^, ^ 
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^Mit^m (48.9mg) §r#yt. 
NMR (CDCI3) 6: 2.15 (3H, s), 2.25 (6H. s), 2.2 
8 (2H, m), 2.61 (3H, m), 3.02 (2H, m), 7.11 (2H, 
m), 7.26 (IH, s), 7.39 (IH, s). 

[0 18 9] ##^J4 9 
N-[6-[(E)-(v^7< ^/VT ^ / ) ^ r V]-5-::a-=^y-6, 
7. 8, Q-r h 7 t Kn-5H-^:^V^[a] i^^ n --^t't' >'-2->r 

Utl 1 7] 




N-(5-:^=¥y-6, 7, 8. 9-x h ^ b Kn-5H— <>^y [a]i/i5^ 
n^>^y^V-2-^/v)T'fe VT ^ KS:fflV^T. ##«f!l4 7 

'H-NMR (CDCI3) 6: 1.78-1.90 (2H, m), 2.17 (3H, 
s), 2.34 (2H, t, J = 6.6Hz), 2.74 (2H, t, J = 6. 8 
Hz), 3.11 (6H, s). 7.21 (IH, d, J = 8. 1 Hz), 7.48- 
7.63 (3H, m), 7.73 (IH, s). 

: 177-180t: mmm^ : 

8-[(v>^^/WT^ y)7«^/W]-6,7-i^fc Ki3-5H-^>'y 
[a] D ^zf'r y-Z'T ^ V 
[^k 1 1 8 ] 




4 9 -CWfcN-te- [ (E) - (i^^ ^/V^T ^ / ) p« ^ y 
>']-5-;^=¥y-6.7,8.9-X h7 b Kn-5H-^>'>^[a] v':^' 

^H-NMR (CDCI3) 6: 1.90-2.01 (2H. m), 2.22 (6H, 
s), 2.35 (2H, t, J = 6.3Hz), 2.72 (2H, t, J = 5.4 
Hz), 2.91 (2H, s), 3.7 (2H, br, NHg), 6.28 (IH, 
s), 6.40-6.50 (2H, m), 6.94 (IH. d, J = 7.8 Hz). 

[0 19 0] ##t?ij5 1 
6-[(i:^p« ^)Vr ^ /) ^ ^/H-6. 7, 8, g-r h 7 fc: Kn-5H 
y [a] i/^u ^-ff y-2-T ^ y 

[^bl 1 91 




fc K D -5H-^ V :/ [a] i^^xi^'f'f ^^-3-r ^ Sr ffl V ^ 
#%«?»J4 8i:l^<t(^«lf^Sr?T5ci:lcJ:!9. 

^H-NMR (CDCI3) 6: 1.30-1.63 (3H, m), 1.65-2.22 (1 
OH, m), 2.44-2.80 (4H,in), 3.5 (2H, br, NHg), 6.35- 
6.48 (2H, m), 6.92 (IH, d, J = 7.8 Hz). 
##^J 5 2 

6-(l-tf--iy i>::^/^^f'/^)-7,8-i^b Kn-2-^-:7^ 
2 01 



1 ) 4 1 <0 1 ) -e#:rc6-Tir b T ^ K-2- (N, N- 
S^p<^yVT^y 7«^yx:^)-l-7" h7cx>- (11 g)tl;:- 

-<y v?^' (100 xsi\)(r>m^mnc. imwim^WL.'k.^ 

>ftLr6-Tir Vr^ K-2-(l-t:'^y ^/^/^^^yx:^)- 
l-x h^n^ (7 g)^«I^Sfe»*^ bT#fCo 

2) ±E1) •C»fc6-Tir bT^ K-2-(l-t"--iy i^::^ 
/Wp«^y'rV)-l-r ^9^>^^fflV^T. I^ife0!l4 1(?5 
2) t^^(oM#^tT5rttcJ:t). ^Wi'C^m^lf^^B 

^HNMR (CDCI3) 6: 1.44-1.57 (6H, m), 2.25-2.34 (6 

H, m), 2.72 (2H, t. J=8.0Hz), 2.98 (2H, s), 3.59 
(2H, s), 6.23 (IH. s). 6.45-6.47 (2H, m), 6.81 (1 
H, d, J=8.7 Hz). 

[0 1 9 1 J #%W5 3 
6-(l-t*'-< y i^ri/P^ ^/V)-5, 6, 7, 8-r h 7 b Kn-2-^- 

Ubi 2 1] 



##011 5 2 -C#fc6- (1- p v'r^/Wpt -7, 8- t 

^HNMR (CDCI3) 6: 1.25-2.82 (19H, m), 3.36 (2H, b 
s). 6.44-6.49 (2H, iii),6.88 (IH. d, J=8. 1 Hz). 
5 4 

6- (1- f n y i?:=:/W;< -7. 8- t K c -2-f - 7 V 
Kkl 2 2] 



4 1 <D 1 ) •^»fc6-T-fe h r ^ K-2- (N, N-^:^^ ^ 
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NMR {CDCI3) 6: 1.76-1.80 (4H, m). 2.30 (2H, t 
. J = 7.8 Hz). 2.47-2.49 (4H. m), 2.74 (2H. t. J 
= 7.8 Hz), 3.13 (2H, s), 3.59 (2H. brs),6.26 (1 

H, s), 6.45-6.47 (2H, m). 6.82 (IH. d, J = 8.6Hz). 
[0192] 5 5 

6-(l-l^ n V i^jn/V-^ ^>ru)-5, 6. 7. 8-7^ h 7 fc 

ntl 2 3] 



XXTO 



1 5 4 T'#ft:6-(l-f n y J^j^/V^ ^/V)-?, S-i^ t 

NMR {CDCI3) 6: 1.45-1.90 (IH.m), 1.55-2.80 (1 
6H, m), 3.48 (2H. brs), 6.44 (IH, s), 6.47 (2H. 
d, J = 8. 1 Hz), 6.88 (2H, d. J = 8. 1 Hz). 
#%{^S 6 

4'-^ n n-N-[6-(^' n n > f-^P)-?, Kd-2-^-7 
^U:::/U][l.l'-lf7 = =^>'W]-4-:*>'V:}?:^r1>-5 K 
Utl 24] 




14 l-e#rc4*-^ nn-N-[6-[(>?^^;UT^ y)p< 
^yW]-7.8-i/t Kn-2-:f-y'^ I/^/W] [1, f-lf^a:^ 
/W]-4-;;t7/l/;p:3e.f-:$ K {750mg)(Ox h^t Kn^?^' 
(30 mD^fKtC, -78t:-C 1-^5^ d n:n^/W n dtIn/U 
^-h (0.23 ml)5r*n;t/c^. 3 0 5>;5fMtT^ta*-e# 

(600 mg) S:#fco 
il^ : 179-181 t: (ligAfbSSIE : 7^ h 7 t Ko :7 
7>'-n-^:¥f-y) 

[0193] #%fi»J 5 7 
6-(4-^/W^ y ^/U)-5, 6, 7. 8-7^ h 7 t 

nbi2 5] 



1 4 1 (7) 1 ) -C#fc6-Tir h T ^ K-2-(N, N-^^^ 
/v.r^y^^li7'v)-l-'r ^7CI>^Srfflv^T. ##t^j5 
2. ##0!l4 8tl^«(oaif^Sr«UJctT5cttcJ:5. « 



^H NMR (CDCI3) 6: 1.22-1.41 (IH, m), 1.80-1.82 (2 
H, m), 2.22-2.34 (lOH,m), 3.50 (2H, s), 3.69-3.72 
(IH, m), 6.40 (IH, s), 6.44 (IH, d. J = 8.1Hz), 6. 
85 (IH, d, J = 8.1 Hz). 

N- [6- ( >^ n D ^ ^/U) -7, 8- V? t K n -2'i'y 9 
[l,r-lf7 3i:=:/U]-4-*/V3K=^f*^ K 
[ikl 2 61 




14 7 T^I'fcN-[6-[(v^p< ^/WT ^ / ) y ^/V]-7. 8- 
v?t Kn-2-^7i^ Un>ru][i,i'-lf:7 3i^/V]-4-:^>'P2j? 

il^ : 163-165 t: (ilSSjbSISE : x h 7 t Kn :7 

[0194] ##«^59 
3-[ (N, N-i^^ f^yv^r 5 / ) 7« '^/V]-2H-^ n p« >'-7-T ^ 

[fb 1 2 7 ] 




7-Tir^yVT^y-3,4~i^t: Kn^J^ n;;^ v-4-:i->' 
^fflVNT. ^««|4 101) *5it;||lfiM4 1C02) t 

*H-NMR (CDCI3) 6: 2.20 (6H, s), 2.94 (2H. s), 
3.66 (2H, brs), 4.71 (2H. s), 6.16-6.21 (2H, m), 

6.76 (IH, d, J = 7.8 Hz). 

[0195] 6 0 

6- [ ( p< ^;PT ^ y ) ;^ f^/v] -7, 8-i:^ fc K n - 1-f 7 

[^bl 2 8] 




CH3 



1) Xim.^(r>1j^ i^/l^'^y-y^ zi%z2.z=^^-^y^:y 
X, 26(18) , 3443 (1996)) J: 19 Lfc4-(2-T ^ / 
y^zz.f\.)^^^y^:^^,V (7.20 g, 0.037 mol) 

*5j;t/hy:t^/ur^ V (5.06 g, 0. 05 mol) Sr. "T h 
7fc Kd77>' (60ml)|C^^L. Wi^r-^^fV (3.51 
g, 0.045 mol) 5r?BTLfCo ^?a'C30^WSIi^ U 
?Klcg^6S^^/K l«;e:fiK^ill^tttHLfCo WStSS: 



-51- 



(1 : Dom^m^mx^s fafflifeiSr^IRU 4-(2-r^ 
^/PT ^ / 7 It: -/W) :/>5' ^/U 6. 40gSr 

^H-NMR (CDCI3) 6: 1.77-1.86 (2H, m>. 2.29 (3H. 
s), 2.41-2.46 (2H, m), 2.59-2.62 (2H. id), 3.74 (3 
H, s), 7.03 (IH, t, J=7.3 Hz). 7.11-7.12 (IH. m). 
7.22 (IH, t, J=7.3H2), 8.08 (IH, d, J=8. 1 Hz). 8. 
33 (IH, s). 

2) TKy y>» ioog&i3ot:tcADfRu. mwr\ci)vm 

P>tl1tA- (2-r -fe^/WT ^ / :7 3: :=:/W) y^^f >igt^ ^/U 
6.40g (0.027mol)^JPx.fCo mFB^««^«. S/SJS^* 

n V 2. 80g^ &&nMt LXmCo 
^H-NMR ((3)Cl3) 6:2.10-2.19 (2H, m), 2.24 (3H, s), 
2.66 (2H, t, J=6.3Hz). 2.84 (2H, t, J=5.7Hz), 
7.06 (IH, brs), 7.34 (IH, t, J=7.5Hz), 7.82(1H. 
d, J=7.5Hz). 7.95 (IH, d, J=7.5H2). 

3) #?>tufc5-T-fe^/WT^/-l-xb7n:/ 0.6g (3. 
Oinmol)Sri^P«f-/^5j^/^i^T^ K i^:xi^/VT±i^—J\^ 20 

^/)?^^V'fy'l-y'hyu>^ 0. 58g§rMfe*&*t LT 

^H-NMR (CDCI3) 6: 2.21 (3H, s), 2.68-2.72 (2H, 
m). 2.86-2.90 (2H, m).3. 11 (6H, s), 7.26-7.31 (2H, 
m), 7.62 (IH, m), 7.69 (IH, s), 7.92 (IH, m). 4) 
h })r± Knt55K"?*hy !>A 424mg (2.0imDO 

m^mmicmmi^. 3)-e#?.ixfc5-Tir^/vT^/-2- 

v?p< ^/l^T ^ / ;^ y 'r>-l''r h 7 n 129mg (0. Smm 
y^^A 38mg (lmmol)^Jq;t/Co 1 e#F^}f 

by ^7A7K^?^. s^^^L^/i^^jo^ttwu 

nU mmit^m 80mg*«6»i^«5i: LT#yto 
^H-NMR (CDCI3) 6: 2. 24(6H, s), 2.37(2H, t, J=8. 1 
Hz), 2.63(2H, t, J=8. IHz), 2.97(2H, s), 3.58(2H, b 
rs), 6.29(1H, s,), 6.53(1H, d, J=8. 1 Hz), 6.57 (1 
H, d, J=8.1 Hz). 6.97(1H, t, J=8. 1 Hz). 

[0196] 6 1 

7-[{i^/ ^/l^T ^ y )y f-/W]-5, 6-i?fc KP-2-f U 

Hbl 2 91 




1 ) 7-:=^ h D-l-r h 7 n 8. 32g (0. 044mol) . «^ 
24ffll (0.29mol)Sry lOOmltC^^L. 

7.30g (0. 13mol)SrlB*Ffl*^W-T»>8rl-JPtfco 1 B^PflJt 

iWgU. SSfelCT^h^b Kn77V lOOmK h 
y:aif';vr^:/ 5.05g (0. 05mol) ?r*Dxifco */^T. Jfe 
>ft:T-ir^yW 3.92g (0. OSmol) SrJPX. 30^rfl«#^. 
S^^^/w. l^&*£K^JP;tTtttilUfco *«S^««S 

^efeSr^>y :jS7^/^:^7A>j^ut hi/7>^-<-(S 
M^tt:Bafe:^^/V)JCT«SS!L. 7-rir^/VT ^ /-l- 
"rhyuiy 7. 52gSrefe«&*^ bT#fCo 
'H-NMR (CDCI3) 6: 2.09-2.18 (2H, m), 2.21(3H, s). 
2.65 (2H, t, J=6.3 Hz), 2.94 (2H. t, J=6.3Hz), 
7.24 (IH, d. J=8.4Hz), 7.82 (IH. s), 7.98 (IH, br 
s). 8.15 (IH, d, J=7.5 Hz). 

2) 1) -e#e>Jtrc7-T-fef^yVT^ y-l-x h^nv 
3.00g (0.0148mol)S:ffiV^T. ^^m6 0m)tmm<O 

^felCi!!) 7-T-fe^/wT^/-2-(i;?y^;wr^/)yf' 

y^^-l-r byn^ 2.95g^&feS^^ tT#fCo 
^H-NMR (CDCI3) 6: 2.17 (3H. s), 2.78-2.82 (2H. 
m), 2.88-2.93 (2H, m), 3.14 (6H. s), 7.14 (IH, d. 
J=8. IHz). 7.74 (IH, s), 7.76 (IH. s), 8.09-8.12 
(IH. m), 8.24 (IH, s). 

3) 2) -C#e>tT.fc5-rir^7i'T^ y-2-v^yf*yVT 
^ / y ^ 1^ ^^-1-r b 7 n 628ing (2. 43mmol) Srffi V ^ 

m^m 6 0 <^4) t mm(o:^m\^ i t) $tmi\:^moom 

^H-NMR (CDCI3) 8: 2.23 (6H, s), 2.29 (2H, t, J=8. 
4 Hz). 2.71 (2H, t, J=8.4Hz), 2.97 (2H. s), 3.52 

(2H, brs), 6.24 (IH, s,), 6.41 (IH, s,), 6.46 (1 
H, d. J=7.8Hz), 6.90 (IH, d, J=7.8Hz). 

10 19 7] ##09 6 2 
N,N-i^7<^/V-N-[(7-T^ y-2,3-i^b Kn-l,4-<»^ 

Mtl 3 0] 



1) l,2-v^t:'Kn:^i/-4-^ bn-O'-^y 5.00g (0.0 
32inol), ^®^;?7 y !^A9.67g (0.07mol). :nfc':/D^l: 
Ky 5.30g (0.039mol)^i^y f^/V^-N/l-AT^ K lOOm 

ltc^»L. lOOt-eii^Mmi^tfco TkSrfti^^ SlFK:^ 

l)(^S-g^^*K"CftJtU (7-:=:bP-2,3-i^b Ko-1,4- 
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'H-NMR (CDCI3) 6: 1.95-1.99 (IH, m), 3.89-3.97 (2 
H, m). 4.19-4.29 (2H,ni), 4.41-4.45 (IH. m), 6.96 
(IH. d, J=8.6Hz), 7.78-7.81 (2H, m). 

2) l)T#bnfc(7-^ hn-2,3-v?b Ko-1,4— <>- 
yv^;t=^-»^-2— r/W)p«:$^y— l.OOg (4.74nHnol)t 
h y ^^/WT ^ > 719mg (7. lOnnDol) Sri:^;' ^yU/J^yVA 

K 30mllC^«PL. j^^^Vy^/l'J^ri/W^n y K 651m 
g (5.68imiiol)SriD;tT. ^taT305>rB^«l$ tfc^ 

)\^r ^ ^*D;t6ot:-e5^raa^ Ufco *S:JD 

ae^iSrTyi- ^ 7 n h 7 ^ - (JSHSS 
Wk ; ft»^^/^:n--^:¥i^^^=3:7)I^T«SSL. N.N-i^p« 

^/WN-[(7-:::i hn-2,3-v?fc Yu-\,\-^l/V ^yiir^^y 
>-2-^ /V) ^ ^yl-] T ^ 802ing^:^fett^^iKl i: 

fco 

^H-NMR (CDCI3) 6: 2.34 (6H, s). 2.50-2.68 (2H. 
m), 4.02-4.09 (2H, m), 4.30-4.36 (IH, m), 4.39-4.4 
4 (2H, m), 6.94 (IH, d. J=8.9Hz). 7.76-7.84 (2H, 
m), 

3 ) 2) T»e>HfcN. ti'i^^ ^/l^n-W'^ h n-2. 3-i^ 

02mg (3.37Dimol) tSll&K 3ml^:^9/-/i^ lOmUC^^ 
0.80g {l4jmol)i:mm^\^XWMcm?itCo 

V^yy^- (Jggg^ift : ^^^^)\^Ti-^^^ : 7) 
(CT)»«IL. mmit^m 514mgS:4ife«4^i%i:UT# 

'H-NMR (CDCI3) 6: 2.32 (6H. s). 2.43-2.64 (2H, 
m), 3.40 (2H, s), 3.86-3.93 (IH, m). 4.19-4.27 (2 
H, m), 6.18-6.22 (IH, m). 6.29 (IH, s), 6.67 (IH, 
d, J=8.7 Hz). 

[0 19 8] ##0!16 3 
N, N-v^^ f-yV-N-L (6-T ^ y -2, 3- t Kn-1, 4-<^/ 

Ukl 3 1] 



H,N-^ ^ "0' 
1) 1,2-v^li Kn:^ri/-4-r^ hn^^'ifV 4. 65g (0.0 

30mol). iKS^;<7y t>A8.71g (0.063mol). ^ h^i^^f^ 

/U^u]) K 2.42g (0.030iDol)^v^><^/W4->/WA7^ K 

50inl{;:S«|L. 40*C-C305^Kati$Lfco 3ibf:;'a^t K 

})> 7.20g (0.045iDol)SraDx.60t:'T?805>r^^j$L/S:o 

SSL. S@ife*T/w^-^;«77A:;^P-Th^77^- (S 

: 4)tCTifil8!iL. 2 



-[[2-(p« h^'y^ h^-»'S'=^Vtiy:^/^i/]^^M 
ir^'yyy 2. 61gSrefe*&*i: bT#^Co 
'H-NMR (CDCI3) 6: 2.79-2.81 (IH, m). 2.93-2,96 (1 
H, m), 3.41 (IH, m), 3.53 (3H, s). 4.01-4.07 (IH. 
m), 4.40-4.45 (IH, m), 5.32 (2H. s), 7.22 (IH, d, 
J=9.0 Hz), 7.82-7.91 (2H, m). 

2) l)T-^lbtlfc2-[[2-(;^ h^i^^ h:^>»-5-=: h 
xiy :^J^^y^:^^)V\'^^-yyl^ 4.00g (0.016mol)Sr 

50inllrg«L. lOXiSSj^t^y-zV-Sa? lOm 
l^rJD^T. ^a-C305>P5S?fLfco ^JK^SHSb. S 
Si^lC;^^?/-/^ 30niU ^g&;^7!^ "^i^ 6.50g (0. 047ni0 

; g^g^zn^/^) l^TffiS U> (6-^ h n-2, 3-i^l: K 
n-i,4-^»^v^:t=^v^>'-2->f ^^/-yv 2. 12gSr 

*H-NMR (CDCI3) 6: 1.90-1.94 (IH, m), 3.89-3.97 (2 
H, m), 4.19-4.28 (2H,m), 4.41-4.45 (IH, m). 6.97 
(IH, d, J=8.6Hz), 7.78-7.82 (2H, m). 

3) 2)T#?>ixfc(6-:^hn-2,3-^:^fc Kn-1.4-<>' 
V^^ir^%/l/'2'>()V) / —/V 1. OOg (4. 74nimol) 
fflV>T. ##«?!I6 202) tl^«c^*feT% N,N-v^yf-/U 
-N-[(6-::i |.n-2,3->^t Kn-1, 4-^^^y'>^:t=^'^>'-2- 
>f 7« ^/l'] T ^ > 910ing*M6}ft*^^t LT#fco 
^H-NMR (CXI3) 6: 2.35 (6H, s), 2.52-2.70 (2H, 
m). 3.98-4.05 (2H, m). 4.35-4.39 (3H, m), 6.95-6.9 
8 (IH, m), 7.77-7.80 (2H, m). 

4 ) 3) -e# e> fltzK N-S?y ^/WN- [ (6-^ h n -2. 3-2^ 
t Kn-l.4-0'>^i^:*-^v'>'-2-f/^)p«f-/U]T^:^ 9 
lOmg (3.82iDmol)5rfflV^T. 6 2 03) t 

l£-C. *M{b^^ 750ingSr«fe»^^^i:LT#fco 
^H-NMR (CDCI3) 6: 2.32 (6H, s), 2.43-2.64 (2H, 
m). 3.40 (2H. s), 3.86-3.92 (IH, m), 4.13-4.27 (2 
H, m), 6.19-6.28 (2H, m), 6.67-6.70 (IH, m). 
[0 19 9] #:#^6 4 

1- [ (6-T ^ / -2, 3- K n -1, 4-'< ^ v^;t ^^j. :/-2- 
Utl 3 2] 



HJ*^ ^ "0" 

1) (6-^ ho-2,3-v^t Kn-1.4— <>^>^^^:t^v/V- 
2->r/V);^ /W. 12g (5.30imiiol)tt'pyv^>' lOml 
5rffiV>T. ##t?S6 2(^2)i:l^«co;^ffi-Cl-[(6-:=^hn 
-2. 3-i^fc Kn-1, 4-^>^yi^:*'=^ri/>'-2->r /W) "J^M 
fc^ny v?^^1.30gSrMfe?S*tfet tTt#fc« 
^H-NMR (CDCI3) 6: 1.79-1.83 (4H, m), 2.60-2.62 (4 
H, m), 2.78 (2H, d, J=5.9Hz), 4.00-4.07 (IH, m), 

4.38-4.42 (2H, m), 6.95-6.98 (IH. m), 7.76-7.80 
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(2H, m). 

2) 1 ) -e#^S:l-[(6-^ h n-2, 
yi^:t^i^y-2-^/^) / f-ZV-] t'n y 1. 30g (4. 92m 

'H-NMR (CDCI3) 6: 1.74-1.83 (4H. m). 2.54-2.63 (4 
H, m), 2.69-2.72 (2H,id), 3.40 (2H, s), 3.91-3.97 
(IH, m), 4.18-4.30 (2H, m), 6.18-6.25 (2H. m), 6.7 
0 (IH, d, J=8.4 Hz). 

[0 2 0 0] ##WI6 5 
N- [ (7-T ^ y -3, 4-i> b K n -2H-^ n p« ^^-3-^ ;V) f- 

[^k 1 3 3 1 

CH. 



5 9 -e#fc3-[(N, N-v?;^ f-yVT ^ / ) ^ ^/H-2H- 
^ a p< >'-7-T ^ ^-ISOmg (0. 73iniDol) . 1 Si^SK 0. 5m 

K 10%/'?7v^!>A^^ 40mgSr7«^/--/V 5ml(C^« 

{Wmm. ; ftBfe:ii^/V:n--^i^y=3:7){CT««lU. 
^S^b-^^^ 15mgSr«fe?ftiK^fcb-C^#fCo 
'H-NMR (CDCI3) 6: 2.20-2.24 (3H, m), 2.24(6H, m), 
2.30-2.40 (IH, m), 2.75-2.80 (IH, m), 3.60 (IH. 
m). 3.75-3.80 (2H, m). 4.20-4.25 (IH, m), 6.20 (1 
H, m), 6.21-6.25 (IH, m), 6.82 (IH, d, J=7.8 Hz). 

6 6 

6-[(i^7« ^/VT 5 / ) ;^ f-;W]-5-y ^/W7, 8-v^ t Kn-2 
Hbl3 4l 




1 ) e-r-t f^/V-T ^ J -l-X h ^ n 5. 5g (0. 027ino 

1) i:v^y^/^p<^t^>'ry^:=-5'A:^n y K 6.3g (o.o 

68mol)SrT-fe h:=- hU^'V lOOmlt'T' h9 t Kn:79>' 1 
00mlO?l^^?SlC^ft?L. 48B#H}ti$LfCo ^m^-kh 

0. h y !?i.*jg?aSriD;tT5>?SU 

fco ^«l®Sr««L. 6-T-fe^/^T^y-2-(i^^^/UT 
^ / ) 7« f-zwi-x h 5 P y 4. 48gSri^fe}fi<^ife t LT» 

2) #bn^6-Tir^/VT$y-2-(v?y5^/VT^ /) 
;^ ^/V-l-y^ b 9 n V260mg (1. OOmmol) Stt" h 7 t K n 
77 y 10ml{;i^«?U. tK/^T. lMp<^/W^^ex^7A 
T'p^ K 7h7t Kn^^Vj^JK 3inl (3. OOmmol) 5rJP 
;tT. ^MT. 16NPFfl«l^Ufco WCTl^^^:^^ J>^im 



«:te»SrJ!lDxT4^M3t^t/Co S/S*K^««Sb. 1^ 

i/77^-(SMj§«E ; i1F»:^^/V:n--^=^1^V=3:7)^C 
TttMU. SMfb-^-ife 83mg4r«Efea4^ifei:LT#fco 
'H-NMR (CDCI3) 6: 2.04 (3H, s), 2.24 (6H, s), 2.2 
8 (2H, t. J=7.4Hz), 2.66 (2H, t, J=7.4Hz), 3.04 
(2H, s), 3.62 (2H, s), 6.49 (IH. s), 6.51-6.55 (1 
H, m). 7.10 (IH, d, J=8. 1 Hz). 

[0 2 0 1] #%«6 7 
6- 1 (i>7« ^)^T ^ / ) P< ^/^] -5-:3:^/W-7. 8-i> t K n -2 

I^bi 3 5] 

##^J 6 6 O 1 )' -C#:^c6-r-fef^/vr ^ /-2-(v^7« ^/v 
r ^ 7 ) y ^/W l-x h 7 n >^ t ^^/l^-^ ^:^i/^J>.-fx2 

^H-NMR (CDCI3) 6: 1.06 (3H, t, J=7.5Hz), 2.24 (6 
H, s), 2.27 (2H. m), 2.52-2.66 (4H, m), 3.04 (2H, 
s), 3.61 (2H, s), 6.51 (IH, s). 6.51-6.55 (IH, m), 
7.11 (IH, d, J=8.1 Hz). 

6 8 

6-[ ( v^;?« ^;^r ^ / ) ^ ^/V]-5->< y 7^^/W7. 8-v? t: K 
Ilkl 3 61 




T ^ / ) y ^v^wl-T^ h 7 n y t ^ y y ^/W -iX A 
>^n^K^^fflb. #%«?566C02) tl^^tCUTSja 

^H-NMR (CDCI3) 6: 0.88 (6H, d, J=6.7Hz), 1.73-1. 
79 (IH, ro), 2.21 (6H.s), 2.28 (2H. t, J=7.0Hz), 
2.44 (2H, d, J=7.3Hz), 2.63 (2H, t, J=7.0Hz), 3. 
09 (2H, s), 3.60 (2H, s), 6.49 (IH, s), 6.51-6.53 
(IH, m), 7.08 (IH, d, J=7.8 Hz). 
[0 2 0 2] ##0!l6 9 

[^t 1 3 7 ] 
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1) IUg0941<Ol)-e#e>nfc6-T-fe^/WT^ /-2-(i^ 

/ ^/i-r 5 y ) 7« f - y v-i-r h 7 n > 4. 90g (0. onm 

T^^^-l-r h 7 o :^ 5. 03gSr||fe3SfB i: LTWfco 
^H-NMR (CDCI3) 6: 1.75-2.00 (4H, m), 2.19 (3H, 
s). 2.70-3.00 (4H. m). 3.50-3.70 (4H. m), 7.20-7.2 
5 (IH. m), 7.67 (IH. s), 7.70-7.90 (2H, m). 7.97(1 
H. d. J=8.4 Hz). 

2) S^g? 50mlt7^ h^fc Kn7 7i/ 12. SmlO^g-g-^ 

3. 18g (0.015mol)SrS?j»L. 1) -e»fc6-T^^/VT 
5 y-2- t!'n y t?=:/Wpt ^ y X >'-l-'r h 7 n 2. 84g 
(O.OlmoDSrJPxfCo l^F5«l$g> Rl^:|«^S^t. « 

inxT}Si$U/Co ^Wfe^^SlL. ftgg3i^yw-n-^=^r 

t-n y >:;!^:=:/up< ^/wi-'T h 7 n y 2. esgSrefej^TSi: 

'H-NMR (CDCI3) 6: 1.78 (4H, m), 1.90-2.02 (IH. 
m). 2.20 (3H. s). 2.35-2.98 (lOH. m). 7.20-7.23 (1 
H, m), 7.57 (IH, s). 7.66 (IH. m). 7.97 (IH. d. J= 
8.4 Hz). 

3) 2) -e#ttLfc6-r-fe^>'VT^y-2-t!*ny-^:=: 
yV7«^/i-l-r h^n V^fflV>T. #%fi»j6 6(D2) t 

'H-NMR (CDCI3) 6: 1.73-1.79 {4H. m), 2.04 (3H, 
s). 2.31 (2H, t, J=7.4Hz), 2.49-2.54 (4H, m), 2.6 
5 (2H. t. J=7.8 Hz), 3.24 (2H, s). 3.60 (2H, brs). 

6.48-6.54 (2H, m), 7.09 (IH, d. J=8. 1 Hz). 

[0 2 0 3] ##^J 7 0 
6-T ^ y -2- (1- n y i^^/U;^ -3, 4- t K n -1- 

[{kl 3 8] 




##0ij6 9(D2) -C^ySie-Tirf^/WT^ /-2-t'n y V? 
^/V>j<^/Wl-x h^n^' (l.OOg, 3.49ifflDol) <r>i>^u 
u:sl9 vmSL (9inl) h y p« ^/Vi/ y /l-n h y )V (1. 0 
2ib1. 7.68mmol) fc<J:5^kffi$& (22mg, 0.0698iiiidoI) St 

ft*Bil6-*-hy gSKSrMETe 



>r - (MM^^ ; SlfS^^^/W (CckDttSL. hy^^ 
/Uv^yywv-ry b Ky (1.21g) S:Jfi1^^i:Ur# 
fco (978iDg, 2.73iinDol) IC2. 5^Sj£®S:ilJ 

lOOt-Cl. 5l$Kai$bfco »e>jxfc*S«S: 

^yy^- (® MSiK ; --^-y-^ : g^K:=c^/v= 5 : 
1) (Cj:«9*tStLT. ^m^t^m (358nig) <^#fCo 
^H NMR (CDCI3) 6: 1.80 (4H, m). 2.56 (6H, m), 3.7 
3 (2H, m), 3.50 (2H, s), 3.77 (2H, br). 6.46 (IH, 
s). 6.55 (IH. d. J = 8.1 Hz), 7.26 (IH, d. J= 8.1 
Hz). 

[0 2 0 4] ##08 7 1 
6-T-fe Y'l'fYyxii/ 
[<b 1 3 9 1 

1 ) 6-T± h T ^ K-l-r hy^> (5. OOg, 24. enuno 

1) (D;^9/-/^mm (eomi) ^c7K?^T-e7K^^b^!>^•:^ 

hy^7A (931[Dg, 24.6inmol) ^Jll;t. ^MT* 1 ^Ffljt 

fCo #f?tlfcT/V=3-/Vft: (5.05g, 24.6imDol) [Cp- h 
/l/:Ily;^/^7J^>'K (468mg, 2.46iiimol) t h/V^i^^' (120 

ml) Srijox. ioot:-ci^M«}^LfCo ^liSr^Tt 

^^hMz.m^m'^^y')i3^)'^i^y^9^^y^yy 

tJfilKt. -^=^^f-:xT«&*i:-r5ri:{cj:t)N-(7.8-i^ 
t Kn-2-:^7^l/::i/^)Tir hr^ K(3. 17g) Sr#fco 

NMR (CDCI3) 6: 2.16 (3H, s), 2.29 (2H, m), 2.2 
8 (2H, m), 5.97 (IH, m), 6.42 (2H, d, J=9.6Hz), 
6.97 (IH, d, J=8.1 Hz), 7.14 (IH, br). 7.20 (IH, 
m), 7.32 (IH, s). 

2) 1) -e#e>tlfcN-(7,8-v>b Ko-2-^-:7i$^ Wri 
/l-)T-fehT^K (3. OOg, 16.0miiiol) (0^^ p u ^eJ^/VAS^ 
m (SOml) tC*?&TTiir^pnig^S«K (5. 13g, 20. 

smmoi) ^m^. ^M-c2^r^ffi^Lfco Rjtmcmm 
m^-effij^L. mAB^i- h y A-ci£jg«. 

n-eh>/7:7^- (®gfi^i« : -^^•y-V' : B^ffi?^^/^= 
1:1) |Cj:!9«SLfCo »t>nfcfai^^^ (3.20g, 8.8 
9miDol) (D^i^y-zi^m^ (lOOml) ICtK^T-C 1 

by (10. 7ml) ^Mk., ^ST3 05> 
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: ^ ^ / -/i'= 10: 1 ) ICi t) »$liUfco #?3tvfc 
i?:id— /V (596iiig, 2.62iimol) Jtp- h/V'3i:^;^/Wj);>'il 
(SOmg, 0. 262iiiiDol) tVA'^y (26ml) Sr^lD;t> 120'C 

/Wai— T'/V'-C^&j^tfSCil-.tlJ^Sfb-a-t) (231iDg) 

^HNMR (CKI3) fi: 2.18 (3H, s), 2.54 (2H, m). 3.0 
4 (2H, m), 3.76 (2H, s), 7.06 (IH, d, J=8. 1 Hz), 
7.21 (IH. dd, J=8.l. 2.0 Hz). 7.31 (IH, br).7.61 
(IH, d, J=2.0 Hz). 

[0 2 0 51 ^nmi 2 

N-(6-;*-=3r y-5. 6, 7. 8-7^ f 7 t Yn-Z-^-y^ U'-M 
[l,l'-tr73iii/W]-4-*/W5}<=¥i^5 K 
Hkl 4 01 




##{^7 l-t?#e>Hfc6-T-fe hT5 K-2-r h^ny 
(20iiig, 0. OQBiiiiiiol) \Z.Wi^ (1.5ml) SrJPx., 100 
TC-t?ll^m«J^bfcS^> ^«r«jaET®*tfc. SSI- 

Ufc, #f)tufc»*fe<ilt h y :3if^/WT 5 V (0.014ml, 
0.098miDol) Oi?;>''9^/V*/'VAT5 (0.5ml) (CtR 

?ftT-C, ia'fl:tl.l'-t*7=;-/v]-4-*/W;i?=/V' (21.3m 
g, 0.098mmol) 5r*PX, ^jfi-C 1 BtHjt# bfc, RfS?* 
tc|^SS3if-/uSr«D^lM!£^i!f, Mm !>A7K^}0fi: 

AiS'n-^h^y^-f- (SM^SE ; : KK:^^ 

/W=l : 1) lCit)»SiiLT, ^m\t-^m (lOmg) 

^HNMR (CDCI3) 5: 2.56 (2H, t. J=6.6Hz), 3.08 (2 
H, t, J=6.6Hz), 3.57(2H, s), 7.11 (IH, d, J=8. 1 H 
2), 7.43 (4H. m), 7.64 (2H, m), 7.72 (3H, m), 7.96 

(3H. m). 
##«^7 3 

(E) -3- [4-[ ( [1, r - f 7 31 ~M-4-^ /W* /WjK^yu) T 5 
/ ] 7 1 =/W]-2-7' n ^ y ^ 
Ubl 4 11 



0 

4-T 5 y (1. 51g, 9. 23mmol) t ^®f7k^-t b y 

!>A (2.33g, 27.7iiBBol) COtK" v?^f->'>^— 7'>'^ii'^ 
^jSt;:^ :^{li4-7 3i->'W'<l^i'W'>'V (2.00g, a.23miDol) 

^^/V'-eJ5lc?l^1-5rtlci!)*H{b-a-fe (1.34g) Sr# 

NMR (DMSO-de) « : 6.84 (IH. d. J = 16.0 Hz). 7. 
43-7.93 (12H. m), 8.09(2H. d, J = 8.4 Hz), 10.51 
(IH, s). 

lO 2 0 61 #%«»J7 4 
N- [4-[ (E) -3-T $ / -3-3j-# y-1--:/ a ^s./t'] 7 1 
[1, 1' -K'7 3i=/l']-4-*/V^^->T 5 K 

[-fill 4 21 

O 

7 3X-nh fltz (E) -3- [4- [ ( [1, 1' - f 7 ni :=>'V]-4 
>'W;!7/V7)?:^yw) T 5 / ] 7 3:-/1/]-2-7"d (1. 0 

Og. 2. 91mmol) thy ^^/^T 5 (0. 527ml, 3. 79mmo 

I) ©i?^^;w*/vAr5 K!RS«t-> mt^m-fyy 

(0. 453ml, 3. 491M10I) 4r7ki^T"t?iPx.fc^x 3 0 5)- 
y/w-C?fei^-t'5rt»;:i'J«)H{l2^#l (936mg) 

^H NMR (DMSG-dg) 6 : 6.56 (IH, d, J = 15.6 Hz), 7. 
05 (IH, br), 7.52 (7H,m). 7.86 (6H, m), 8.08 (2H, 
d, J = 7.6 Hz). 

^^mi 5 

N- [4- [ (E) J 7 = [1. 1' - tf 7 a: 

;H-4-*/WJif^i^T 5 K 
[ftl4 3l 




##^aj7 4-C#f>tlit(E)-3-[4-[([l, l'-K'7i=/V]-4 
-^/V:*/W5j^:=/W)T5 /']73i=;w]-2-7'a'<:^K (900 
mg, 2.63Bmol) ©i?;* f-/U5l^>'V-AT 5 KSjB^l^l, ^'(b 
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^^T^/l- (727ing, 3.94nHDol) Sr^jaT-lPXLfcS. l^K 

B^®3i^>rv=2 0 : 1) tCi?)ff$?tT. v^ai^/Wv^m 
^jV:3^-y'jVt^h^mit'k^ (561mg) U 

NMR (DMSO-dg) 6 : 6.37 (IH. d, J = 16.4 Hz). 7. 
43-7.51 (4H, m). 7.65-7.93 (8H, m). 8.08 (2H. d. J 
= 8.6 Hz). 

[0 20 71 ^^m7 6 
2-[4-[ (l-T-fef-/W3-lf ^ y S;^:::i/V) */V2}?:=.yU] 7 ai — 
/V]-lH-f y K-/W1, 3(2H)-i^:d->' 

Hkl 4 4] 




1) l-Tir^/WS-b'-ty (S.OOg, 29.2 
mmol) <OyjV:tti^y'^>mm (20ml) ICiSft^:^:=^/^ 

(2. 12ml, 32. Inmiol) 2:7k?^TT-ijnx.fc^. 305>W^M 

x*mwLfzo ^omm^m\:T/u^=-^j^ (9.74g, 73. 

fco #bnfc}ft«^^i^y;^y/v*7A>5^n-^h^^7:7 

(®MS^K;--^i^^-:»K^^/>=l : 1) 
9 t i 9 (1-T-& ^/W3- y i^^M (4- 

>^/W:tn:7xn/i-)^i5^y V (4.93g) SrWfco 
'H NMR (CDCI3) 6: 1.61 (2H. m), 1.80 (2H. m). 2.1 
1 and 2.15 (3H, s ands). 2.71 (IH, m). 3. 11 and 3. 

42 (2H, m), 3.87 (IH, m). 4.53 and 4.83 (IH. m). 
7. 18 (2H, m), 8.02 (2H, m). 

2) 1) Vmbi^tc(l'r±^/^^-3'\i^^Vi^:=-/l^){^' 
y/U:tx3y:iLZ=./V);^ff/y (4.92g. 19.7iiimol) ty^ 
/W>r^ K;5?y!>A (3.66g, 19.7nnDol) 

AT 5 K^?« (50ml) a^#H^T(-100t:-C12^ 

e^Lfco ^l?>H/bJfi4^iK^«:i^y;?7y/^;<77A>5^n-r h 

j^K^^/V-i;^^yynf/Pa::-'r/V (1:5) t^h. 
^WlC^m (4.18g) SrMfe»*tLT»fco 
^H NMR (CDCI3) 6: 1.66 (2H, m), 1.86 (2H, m), 2.1 
3 and 2.15 (3H, s ands). 2.74 (IH, m). 3.11 and 3. 

43 (2H, m), 3.88 (IH, m). 4.54 and 4.85 (IH, m). 



7.66 (2H. m). 7.82 (2H. m). 7.99 (2H, m). 8.10 (2 
H, m). 
10 2 0 8] 7 7 

tert-:/^/v 3-(4-T ^ y ^^^y'-f /W)-l-tf^y i^V':^; 
[fkl4 5] 



1) ##«^7 6-C#bitfc2-[4-[(l-T-fef'-'W3-f'<y 

;&yW7}?=-/l'] 7 3i=>'U]-lH-^' y -I" :^ K— ^W-l, 3 

(TSti-'^Hr-y (4.oog, lo.emmoi) t;::Siiil^ (ssmi) 

-T 5 / 7 s (3- K"--? y S^=i>/W) ;< ^' y 1^ (1. 69g) 
Sr#fc. 

NMR (CD3OD) 6 : 1.59-1.85 (4H, m), 2.68-2.72 (2 

H, m), 3.30 (2H, m). 3.45 (IH, m), 6.62 (2H, m), 
7.74 (2H, m). 

2) 1) ■C^#e)nfc(4-7Sy 7x:^yl')(3-b''<yi^ 
— yw)p<^yv (SOOmg, 2. 45iiiiiiol) Orh^tKo^y 
VSJK (12ml) tC, JkJ^T. (0.562ni 

I, 2.45iiimoi) SrJp^, i.s^M^if ufc. 

1:1) JcJ:9miai-5ri:tcJ;!?^jHfl2^i!j!i (83liDg) 

^HNMR (CXI3) 61.47 (9H, s). 1.47-1.52 (2H, m). 
1.67-1.74 (2H. m). 2.00 (IH. m), 2.72 (IH, m). 2.9 
0 (IH, m). 3.32 (IH, m). 4.13 (3H, m). 6.66(2H, d, 

J=8.4Hz), 7.84 (2H, d. J=8.4Hz). 

[0 209] 7 8 

tert-T'f'/W 3-t[4-[[(4'-^' n n [1, l'-K'7i-/W]-4- 

'i'>'i')*/wjK=/i']r5 y]73i=/w](t Ki3*'»yf^ 

[<kl4 6l 



J CH3 




\ 2 701) -C#t)ixfctert-:/^/^ 3-[4-[[(4' 
-4^ n n [1, \'-yfy:3Lzz,)V\-\-^)V)^)Vif^z^fV\T ^ / ] 
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^^y^f /I'J-l-f'^y v'V^/Wd^^Sf i^U'— h (506iiig. 0. 

975iiiinol) ^9 J b 7 1 K n 7 7 Vii-g-^JS? 
(1:1) (lOml) \zmm\^. 7ki^T-e;Km{l:*"?^-t 
h>J^>A (73.8mg, 1.95iiBiiol) ^ta-Cl^Wft 

ISfli^!^ (488iiig) 3r«5&«J*fc tT#fc. 
FABMS(pos) 521.2 [M+H]+ 
##^7 9 

Ukl 4 7] 



##{!|| 7 7 ■C«.6)Hfctert-yf--'l' 3-(4-r 5 

y(jV)-\-}£-^'0''J'yl3f^'^^^''y^—y- (1. 74g, 5.73inmo 
1) (25ml) IC, TkJ^TTTk^'fk*'?^ 

•f HJi'A (433mg, 11.5niniol) ^IBtL. ^iat?l^M 

7 7-<-(SMSf«;B^S?3i^/V') iciiJAtSji-Sri: 
tcit)T/v=-/V'#:«r#fc. »e>i^fcr/^^-/^^!|£ (i.oo 
g, 3.26iBiiiol) 0/^9 /-A^^^ (300ml) (CI ^^ttSf 
(9.79ml) tlO% (200mg) ^AD^> tK 
^#H^Ti-16^MflK^tfc, fet!J«Sr5*b. -S?K(c^ 

Si-fSritCiD^JKk-S-'fe (813mg) SrWfco 

NMR (CDCI3) 6: 1.46-1.76 (14H, m), 2.25-2.80 
(2H. m). 3.14 (2H, m),3.76 (4H, m). 6.64 (2H. m). 
7.01 (2H, m). 

[0 2 101 ^^m^ 0 

tert-T'^/v 3-[4-[([l, l'-tf7=l=•/^]-4-'1'/^;<;>'^^ 
[<bl4 8l 




9 9^ 



##01J 7 9-e#btlfctert-:/f'yW 3-(4-T § J^V'J 
M-l-M^)) i^y^/WsX^i^W— h t [1, l'-tf7* = 



Tc^^ffli C30H34N2O3 • 0. 5H2O t L-C 
tf^lB: C. 75.13; H, 7.36; N. 5.84. 
^i5tt:C, 74.83; H, 7.25; N, 5.65. 
»^ : 135-137 t 
##«8 1 

tert-^^/W 3- [4-[ [ (4' -7 /W:^ n [1. 1' - 1* 7 s =/W]-4 
-l';^)*/^^=/^]T 5 >']^:^':?>'V']-l-i^-^'J i^>'*/^ 

[(1:14 9] 



CH, 
CH, 



##««8 O-e^Sfettfctert-^^f^/l' 3-(4-T^ /'O'v? 

_1_ 1) >.;<7 i/ h 1 4' -7 /V;^- n [ 1, 1" 

7C*4^!W«S C30H33FN2O3 • 0. 5H20i: ur 
H-»1fi:C, 72.41; H, 6.89; N, 5.63. 
X^tt:C, 72.30; H. 7.07; N. 5.60. 
mM. : 138-141 t; 
[0 2 11] ##«>!I8 2 

tert-T'^/w 3-[4-[[(4'-^ n n [1, 1' -K•7:.l::^/^]-4- 
[(1:1 5 0] 




1 



CH, 



8 0 -Ciflfctbfctert-T'^yW 3-(4-r 5 
;W)-l-tr^'; i?i^*-'U7}?^->'l'— h i:4' P n [l, 1" - 
^f7^^;^]-4-*/^#:^KSrfflv^-c, *Jfi^ai 1 1 

Tcmmm C30H33CIN2O3 • 0. sHgOi UT 

H-IPiltC. 70.09; H, 6.67; N. 5.45. 
»IS^€:C. 70.29; H, 6.50; N, 5.38. 
Mj^ : 173-176 "C 
#5t«ai8 3 

N- (5. 6. 7, 8-9^^91: Ka-3-#/ y i^/V)T-fe hT5 K 
[(1:1 5 1] 



0 

X 
H.C'^H 
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1) 1 -jJ^^/V— 2-1^9 V> (20. 7g. igOmmol) (OWt 
m^^m (200id1) (C. (100ml) §rlOOt:-Cjg 

ttSfeSr^fe. *i5fe-r5ri:lcj:?)i-p«5"yw3,5-:^^ 
hn-2(lH)-t^yi^y>' (3.0g) Sr#fcp 
^HNMR (DMSO-dfi) 6: 3.68 (3H. s), 9.01 (IH, d, J= 
3.0 Hz), 9.61 (IH, d,J=3.0 Hz). 

2) 1) T*#?>i^fcl-p«^/W3,5-v?^^^-2(lH)-l:f 
y i^/ > (3. OOg. 15. Immol) t 1 ^ / - 1 - 
i/{ru^^±>' (3.88id1, 22.6iibdo1) OIS^St^^^/- 
;H4rv^^T@^?S (SOOml) 5:70t:-C3^raffi^ tfco 

ffiSfUT. ^^'/-/WtK (1:4) ;&>e>3-r:bi2-5,6, 
7. S-r h 7 t Kn df^y 1) >- (2. 42g) t LT# 

NMR (DMSO-dg) 6: 1.87 (4H, m). 2.90 (4H. m), 
8.15 (IH, s). 9.16 (lH,s). 

3) 2) -e#e>^Xfc3-^ hn-5,6,7,8-r hyt: Kn 
^/Vy (2.41g, 13.5inmol) (O?^^ (68ml) 

[C10% /^•7'^^7A-J^^ (200mg) ^ttx.. 7K^#a^ 
T-ei6B#H«i$Lfco tt«ESr^*tfc«. g?li4r«jET 
S*Lfco #5>nfca*?rtf y (35ml) (CS;0^U 
g^TKftK (1.91ml, 20.3mmol) $:*Px.. ^SX* 1 ^F^ffi 

fc3SaEICS^>f yT^nt^yU^n^-r/Wn-^^^iJ-V (1:8) 

SrJta^. ^mit^m (2.48g) LTWfc. 

NMR (CDCI3) 6: 1.80-1.87 (4H, m), 2.18 (3H, 
s), 2.77 (2H, m), 2.87 (2H, m), 7.72 (IH. br), 7.9 
4 (IH, s), 8.24 (IH, s). 

[0 2 12] ##098 4 
N-(8-:t:^y-5.6.7,8-T h7t y :^/l-) T-t 

hT5 K 

Ifbl 5 21 




1 ) 8 3 "e»?>tlfcN-(5, 6, 7, S-r h 7 b Ko- 
3-^/ y :=^/V)Tir hT^ K (2.46g, 12. 9mmol) c7>^ n 
n7j>/W-6.^?K (65ml) iC, 7K?&T> m-i7nnig^S#K 

(3.83g, 15.5mmol) SrJPx.. ^iat?l B^Mft^U 
fee SfjSE«r«ffiTS*Ln:^> i^K^^/McJ: 
tTN-(l-:^:^i/K-5,6,7,8-'r }>7b Kn-3-^y U 
JV)T±VT%Y (2. OOg) S:^#fco 
^H NMR (DMSO-dg) 6: 1.64 (2H, m), 1.75 (2H, m), 
2.04 (3H, s), 2.66 (4H,m), 7.13 (IH, s), 8.56 (IH, 

s). 10.12 (IH, s). 

2) 1 ) X#e>ttfcN-(l-:t=^V K'5, 6. 7, 8-7^ h 7 fc 
Kp-3-=^y y ^/u)Tir hT^ K (1.99g, 9.65mmol) 



Ic^tKRS (30ml) «rJD^. SOtt^S^raa^Lfco 

{ci^mSiLfco 4ie>lxfcffl4^4&Sr 
(110ml) tcgd^U *?&T-eiM^7KK{t 

':^hy^>A (21.5ml) ^j[nix. ^is-cmKa^Lfco 

SSE^i^TlcS^L. i5^nn4-x>rv.A>&JOx^K;<7y 
ATkSiKt T*i*}^U> «*ffitS:^ h y 

VT'n fcr/U:n-7-/^d^e>N-(8-t: Kn :3f.i/-5, e, 7,8-x 
h7t Kn-3-*y y^/V)T-fehT^ K (l.OBg) Sr» 

^H NMR (CDCI3) 6: 1.79 (2H, m), 1.96 (IH, m), 2.2 
2 (3H. s). 2.24 (IH, m), 2.82 (2H, m), 4.69 (IH, 
m). 7.49 (IH, br). 7.92 (IH, s). 8.30 (IH, s). 
3) 2) -e#e>JXfcN-(8-b Ko*v^-5.6,7,8-r Yy 
l: Kn-3-=2^y y :^/U)Tir hT^ K (1.06g, 5. 14mmol) 
(7)^:^ na/^/UA (26ml) mmcZM\t^yiS> (4.47 
g, 51.4mmol) 5riPx.. ^fiX- 0 F^ffi^tfCo 

Mit-g-^ (858mg) §r«6»*t LT#;rCo 
^H NMR (CDCI3) 6 : 2. 2 0 (2H, m) , 
2.2 6 (3H, s) . 2.7 7 (2H, 
m) , 3.0 3 (2H, m) , 8.10 (1 
H, b r) , 8.3 9 (IH, s) , 8.4 
2 (1 H, s) . 
[0 2 13] ##«^8 5 

N- [7- [ (i;^^^/VT^/)7«^yx^^]-8-:t=^ry- 
5,6,7,8-7^ h7b Kn-3-^y V =^/i^]T± hT^ K 
['ft 1 5 3 1 

8 4 -e# f>nfcN- (8-5^:^ y-5, 6, 7, 8-r h 7 t K 
a-3-:^ry y ^v'WT-ir hr^ K^fflV^T. ##0!l4 7 t 

^H NMR (CDCI3) 5: 2.09 (3H, s), 2.78 (2H, m), 2.8 
5 (2H. m). 3.10 (6H, s), 7.55 (IH, s). 8.01 (IH, 
s), 8.56 (IH, s). 

^^ms 6 

N-[ (3-T ^ y -5, e-iy t K n -7-:^ y y n;v) y ^/W]-N, N 
I^bl 54] 




-59- 



:/]-8-:;i-=^ey-5,6,7,8-'r h7k y :^/V]T 

NMR (CDCI3) 6: 2.23 (6H, s), 2.33 (2H, t. J=8. 
1 Hz), 2.78 (2H. t. J=8.1 Hz), 2.99 (2H. s), 3.59 
(2H. br), 6.43 (IH, s), 6.74 (IH, d, J=2.5Hz). 7. 
84 (IH, d, J=2.5 Hz). 
[0 2 14] #%«B|8 7 

I^kl 5 5] 



7-Tir^/VT ^ y -3, 4->^ t: Kn n y >'-4-:t 

*JfeM4 101) . #*0ll5 2. 4B<}:t/^:ffi«?lj4 1 

^H-NMR (CDCI3) 6: 1.77-179 (4H, m). 2.45-2.47 (4 
H, m), 3.11 (2H, s), 3.66 (2H, s), 4.74 (2H, s), 
6.14-6.21 (3H, m). 6.75 (IH, d, J = 7.8 Hz). 
8 8 

6- [ (N-< v^yv-N-^ ^)vr ^ / ) p« ^/v] -7, 8-i^ fc K n 
Hkl 5 6] 



^H-NMR (CDCI3) 6: 2.17 (3H, s), 2.35 (2H, t, J = 
8.1 Hz), 2.73 (2H. t,J = 8.1 Hz). 3.04 (2H. s), 3. 
48 (2H, s), 3.58 (2H. s), 6.29 (IH, s), 6.44 -6.46 

(2H, m), 6.82 (IH, d. J = 8. 1 Hz), 7.03-7.45 (5H. 

m). 

[0 2 15] ##«?!I8 9 
4' D n -N- [4- (4- b"-^ !J i^:n;V) y zz, :=:/V] [1, 1* - If 

:7a.^/w]-4-;(7/V2K^f-^ K 

W'CX 5 7] 

tert-y^yv 4- (4-=^ h n 7 x :=i>rW) -1- b'-< y v^^^:*;^ 
jK:^!ri^l^— H.7g(OJi;5^/-yW 3 Oml^jSSr^ 10%/>'5 

4- (4-r ^ y :7 a: ::i/w) -1- bf ^ y /v^ ^ i^- 



4' -i^ n n [1, 1' -fcr7i::^;W]-4-*/P2KyKl. 43g4rfflV> 
m 2.2gSr*fe^B^Bt L-C#fCo 

^H-NMR (CDCI3+ DMSO-de) 6: 1.05-1.32 (IIH, m), 1. 
38-1.50 (2H, m), 2.20-2.50 (3H. m). 3.75-3.90 (2H, 

m), 6.81 (2H, d, J=8.4 Hz), 7.07 (2H. d, J=8. 4 H 
z), 7.20-7.36 (6H, m). 7.69 (2H, d, J=8.1Hz), 9.44 

(IH. s). 

iSl;^ : 232-233 t i3^fn\m^ : »»^^/V) 
##{^9 0 

2- [4- [[ (-<y r ^ y ] 7 31:=: 
[<bl5 8l 



4-T^/:7 3:;^/VSIi^(10 g)<7)R^:i^^/^(100 ml)® 
SSfSlc. fi&»SW7K(100 mDSrAD^. ^tlc, 7lc?&T-e 

^>'v?/^;t-^i/;;^7/l-#i^/Vi:7ny^ K(12.3 mDJgTb 

^SSb^bU. :SJ®<b^flKl(17.3 g)Sr#fco 

: 148-149 t:. 
[0 2 16] ##^J9 1 
2- (4-T ^ / 7 3ir^;l/) -N- [2- (i^P« f^>'^T ^ / ) 

[{k 1 5 9 ] 



O CH. 

s^Vv^/W 4-[2-t[2-(>^yf"/VT^y):3^^/V]T^ 
y]-2-::^^y:i^f*/W]>'^->'^;*/W^P*^ h (10 g)<^ 
:^9J-;v (140 inl)gE?Stc, Pd-C (1 g)SrflPx;!K^» 

(6.63 g)SrJS*tifetUT#fco 
^H-NMR(CXl3) 6 : 2.16 (6H, s), 2.05 (3H, s), 2. 
30-2.36 (2H, t, J=6.2 Hz), 3.23-3.32 (2H, dd, J 
= 11.4, 6.2 Hz), 3.44 (2H, s), 6.00 (IH, s),6.63- 
6.67 (2H, m), 7.00-7.07 (2H, m). 

^nm 9 2 

N-yf-/WN-(5-:^^ry-5,6.7,8-'r h^b Kn-2-?-y^i? 
[^kl 60] 
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.ip5 

&-r± h 7 $ K-l-r h 7 n V (10. 0 g, 49. 2 mmol) ?r 
rh7tKn77V (100 ml) U> TKsgfb-:^- h V 

(tttt, 3.0 g) i:M^^m^m%T 2mmmim 

mi.it. a-^^kp^^/w (30 ml) SrJn;t, gPS 

m. ; B»3:f-/W:n-^:¥1>-i^=33:67~50:S0) lCT»filU 

^H-NMR (CDCI3) 6: 1.96 (3H, brs). 2.18 (2H. m). 
2.69 (2H, t, J=6.1 Hz). 2. 99 (2H, t, J=5.9 Hz), 3.2 
9 (3H. s). 7.01-7.15 (2H. m), 8.08 (IH. d, J=8. 1 H 
z). 

(0 2 171 #%0!|9 3 

N-[6-[ (i^pf ^ywr ^ / ) ;^ ^ y f'Vl-S-^* y-5. 6, 7. 8 
[ftl 6 1] 




9 2 ■C#fcN-;>« '?^/WN-(5-:t'^ y-5, 6, 7, 8-r h 
7t U'=-/V')T-fe hr 5 K(4.3 g, 19.8 m 

mol) S-N.N-i^ptf-zV'^/'UAT? Ki^^ f->'V'T-fe^-/l' 

(50 m\)\zmm\^. m.m^m%T'<i\^^mtmmL\. 

ypjt-r/V'-CifcjtL.T. ^JS{t:-a-ife(3.9 g )Sr#fc<, 

^H-NMR (CDCI3) 6: 1.93 (3H, brs), 2.84 (2H, dd, J 
=7.5, 5.6 Hz), 2.95 (2H, dd, J=7.5, 5.6 Hz), 3.16 
(6H, s), 3.28 (3H, s), 6.99 (IH, s), 7.10 (IH. dd, 
J=8.1, 2.0 Hz), 7.75 (IH, s), 8.07 (IH, d, J=8. 1 
Hz). 

N-.;«f•/^-N-[5-3^*y-6-[l-f n y ';^=.>'M5=-y7*V]- 
5, 6.7, 8-7" h 7 1 I'-MT-^ VT K Y 

[<bl6 2l 

^nm 9 3 ■c#fcN-{6-[(s^p« ^yur $ y ) p< y f^i^]- 



5-;j-* y-5, 6. 7. 8-X h 7 t Kn-2-^7 W-zW) -N-p« 
f-yWT-fe K (5.7 g, 20.9 nHnol) Srf n y 
(50 mDlC^^HL. «^StH^TT3.5^K3tJP?^jl«L 

7'nb';W:x-ryHCTffigSLT. ^<b^fe(4.0g. 
lR^64%)^#fc, 

^H-NMR (CDCI3) 6: 1.94 (7H. m), 2.84 (2H, dd. J= 

7.0, 5.6 Hz), 2.97 (2H.dd. J=7.0, 5.6 Hz). 3.28 (3 
H. s). 3.63 (4H. m). 6.98 (IH. s). 7.10 (lH.dd. J= 

8.1, 2.0 Hz), 7.95 (IH, s), 8.08 (IH, d, J=8. 1 H 
z). 

[0 2 18] ##^9 5 
N-^f-/W6-(l-lfn y i;=:/W>f-yU)-7,8-5?h Kn-2- 

Ifk 1 6 3 ] 




- 2HCI 



##eil9 4 -e^ffcN-p«f"/m-[5-:i-=aE-y-6-[i-if n y i; 

:^/wy 5^ y 7'l^]-5, 6, 7, S-T' h 5 fc Kn-2-^-7^ 
/P]T-feh75K (4.0 g, 13.4 mmol) Srp<^y-/W-g^ 
^ (10:1, 220 ml) »Cgft?t, 10V-?7 i^^' (50% 

o.4g) *inx.7ki%Lfc. 7K^#ia^T-e«^^<t& 

^>*tc^jaicML**se>2 0W«i$Ufc. ««ESr6 
77 >- (100ml) , smB. (100ml) JcgfSfL, 13^fflJP 

#f5*vfc?S#tt)(C4N^{k7K^-ftK^^/v^jKSr 

b-C. mmit-^m (2.8g iR^66%)Sr#fc„ 

'H-NMR (DMSO-dg) «: 1.98 (4H, m). 2.45 (4H, m), 

2.81 (5H, m), 3.01 (2H,brd), 3.44 (2H, brd), 3.86 

(2H, d, J=5.0Hz), 7.02-7.10 (3H, m), 10.89(1H, br 

s). 

[0 2 19] ##«a|9 6 
6-T 5 y -3, 4-v? t K o -1 (2H) -^y^uj'y 
[^kl 6 4] 




6-T-fe hr $ K-l-T" h7ni^ (20.0 g, 98.4 mmol) \X. 
^"SM (250 ml) itMvL. 100 'CTl^^ft^Lfc 
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mit^f^ (14. 5 g) *#fco 

^HNMR (CDCI3) 6: 2.07 (2H, m), 2.57 (2H, o), 2.8 
3 (2H. m), 4.10 (2H, br). 6.42 (IH. d. J=2.2 Hz). 
6.53 (la dd, J=2.2, 8.4Hz), 7.89 (IH, d, J=8.4 H 
z). 

##01J 9 7 

4-{4-7/W;*-n y I =.;v)-N-(5-::^=Sf y-5, 6. 7, 8-r h y 
[^bl 6 5] 




##«!I9 6•e#e>i^fc6-r 5 /-3,4-i^t Kn-1{2H)-?- 
y9V/^y (9.92 g,61.5 mmol) Wt' h7t KnyyV 
(300 ml) ^tSl-fy^^>' (9-95 ml, 123 mmol) 
n nfK 4 hn 731=^/1/ (12.4 g, 61.5 mmol) 

^ia-e3i^B8flli*ufc«, ^iESr«ffTS*Ufc. 

Lfco #Pjttfc4-=- h n 7 s =i;v~5-:t='r y-5. 6, 7. 8-T 
h 7 1 Kn-2-:J-7^ w^/V':»/W^pt — h (2. 20 g. 6. 7 
4 nmol) fc4-(4-7>'W:^-n73:=>'V)f'<!J5^:^^tt 
(1.60 g. 7.42 nmol) Oi^;^ K (33 m 

1) ^f«(c4jS3e7Kisft;-^-by '?-^*)??^^*tlx., Sfi-c 
iNfHflH^tfc. SJ«tSlci^gj:n^/w5rJDx.iaS«Sl, 

^/vi:'^ds^H>-v-e«^*t-t-5rtJcJ:*)«H{l;-g-i») (1. 
89 g) 

NMR (CDCI3) 6: 1.72 (2H. m). 1.92 (2H, m). 2.1 
1 (2H, m). 2.61 (2H. m), 2.72 (IH, m). 2.93 (2H. 
m), 3.01 (2H, m). 4.23 (2H, m). 6.67 (IH, s).7.00 
(21. m). 7.12 (3H, n), 7.61 (IH, s). 7.97 (IH, d. 
J=8.4 Hz). 
[0 2 2 01 ##0119 8 

[6-(T-fef^;wr $ /')-l-;i-^y-3,4-5^t Kn-2(lH)-:>- 
1 6 6 1 




6-7 -fe FT 5 K-l-T h5t3>' (5.00 g. 24.6 mmol) t 
^'U::4-^->/l'K(9.05g, 98.5 iiimol)^*^ (60 ml) 



\z.%)^y'(t^.m'&m.\'cf \ u *?j>~ip3m (190 mi) 

SriP;t, 60'C-ei6^raa#L'fco ScH^a. 
Mfk-^t) (3. 73 g) *#fCo 

^HNMR (DMSO-de) 6: 2.10 (3H. s), 2.95 (2H. m). 
3.28 (2H, m). 6.63 (lH,s), 7.53 (IH, d. J=8.7Hz), 
7.67 (IH, s), 7.91 (IH. d. J=8.7Hz), 10.32 (IH, 
s), 12.89 (IH. br). 
##01J 9 9 

[6-(T-fe^/vT 5 y )-i-;*-^ y-i. 2. 3. 4-r h 7 1 Ko- 
2-t-7^'U'=/l']g^» 
libl 6 7] 




9 8 ■C#e.ttfc[6-(T-fe^-'Wr 5 y)-l-:t=3r y- 
3.4-i^t Yxi-2m-fy9^^==-^)f>W^ (3.50 g. 
13.5 mmol) t (2.1 g) ro70%g^^;^K^?ffi (35 

ml)?rl00^-C30^^Ma^^Ufc, mi%. mm%^h^ 

# lb n/cffi ii^!^ ^ V y * '5^''^* 5 =^ ^ ^ ^ ^ ~ 

1-5 r t IC i 9 mmit^ (2. 51 g) «r#fc. 
^HNMR (CDCI3) 6: 1.85-2.15 (2H, m), 2.08 (3H, 
s), 2.38 (IH, m), 2.71 (IH, m), 2.88 (2H, m), 3.05 
(IH, m), 7.46 (IH, d, J=8.7Hz), 7.60 (IH, s).7.80 
(IH. d. J=8.7Hz). 10.21 (IH, s), 12.09 (IH. br). 
1 0 2 2 1 1 ##C3J 1 0 0 

p^'^-zi^ [6-(T-fef^>'i'r 5 y)-i-;t^y-i. 2.3,4-7' hv 

litl 6 8] 



J- 




.0. 



CH, 



9 9 -e# ?3 tifc [6- (T -fe ^/I'T 5 y ) -1-:^^ y- 

1,2,3,4-r h7t Kci-2-^-7^ (500 mg, 

1.91 mmol) t^if^y iJ'i^ (529 mg, 3.82 mmoDW^^ 
^'^/UfsJVAT^ mm (10 ml) (C3!?{bp'^/l' (0.1 
8 ml. 2.87 mmol)^JDX^m-C16B#MSl#Lfc« KJ&jK 

^'n^h^77-f- (SH^«« ; Sl^i^^^^i') '-<t9 
!ffi|!t-t-5)::t(cj;9«JHib-^'^ (527 mg) Sr^fc. 
^HNMR (CDCI3) 6: 1.98 (IH. ■). 2.20 (3H. s). 2.2 
3 (IH. m). 2.47 (IH. m). 3.30 (4H. m), 3.73 (3H. 
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s), 7.21 (IH. d. J=8.7H2), 7.50-7.80 (2H, id).7.97 
(IH, d. J=8.7Hz). 

1 0 1 

p^^yi^ [6-(T-t^/UT^y)-3,4-i:^t Kn-2— 
[ft 1 6 9 ] 

^^mi 0 o-c#^Hfc^5^/i' [6-(T-fe5^/wr5y)-i 

-:a-*y-1.2,3,4-x h7t Kn-2-t7^W->'i']T-fex 
— h (527 mg. 1.91 nmol) <0 p< ^ / -/W^jft (lOml) 
Ji*lll{k*l>J!l-^-MJ 1>A (72.4 mg. 1.91 rnnol)*:* 

yu) J: t) «Si! r (OT/Ua -/W* (404 mg, 1. 46 

minol) ComWt^^ (7 ml) {rSfigK(0. 14 mDSrSOx. 
40t:-C5B#Mffij$L^. g«5:«£ETe*m, aSI^Bf 

J:9ISK-r5ri:(ci:t)^a{k^fe (251 mg) 

NMR (CDCI3) «: 2.16 (3H. s). 2.32 (2H. t, J=8. 
IHz) , 2.82 (2H, t. J=8.1Hz), 3.21 (2H. s). 3.71 
(3H, s). 6.30 (IH, s), 6.93 (IH, d. J=8. IHz) , 7. 19 
(2H, m) , 7.33 (IH, s). 
[02 22] 102 
N-[6-(2-t Kndr->3:.f-/l')-7,8-i^t Kn-2-^-7^'1' 

[ 1 7 0 ] 

0 Ivn^btitz/^/u [6-(r-lr^/W7^/)- 
Kn-2— ^^^'Ujir^yVjT'fe'T'-h (827 mg, 
3.19 mmol) Ot' h 5 t: 7 (16 ml) ICtK?^ 

T"C7K^{by f^l^AT/W^^^^A (242 mg, 6. 38 mmol) 

SriDx.. l^^ie»ttejfti:ftiS7K"Cft^L. ilTKfiSK-^- 

/^T-«&* trs^iiJcJ:?) SS^k^fe (364 mg) 

NMR (CDCI3) 6: 1.43 (IH, m), 2.16 (3H, s). 2.2 
6 (2H, t, J=8, IHz) , 2.46 (2H, t, J=6.3Hz) . 2.81 
(2H, t, J=8. IHz), 3.78 (2H, m), 6.28 (IH, s), 6.94 
(IH, d, J=8. IHz), 7.08 (IH, br), 7.17 (IH, d, J= 
8.1Hz), 7.35 (IH.s). 



mnvi 10 3 

N-[6-[2-(l-l^D ]) v^:::^yl')aif-/^]-7,8-i^t K^-2-:^ 
[{k 1 7 1 1 



H3C 



0 2-C#P>nfcN-[6-(2-t Va^-ys^f-M-l, 
S-v't Kn-2-:h7^ W-zPlT-fe hT? K (355 mg. 1. 
53 mmol) tVV ^i^yPT $ > (0. 235 ml, 1. 69 mmol) 
<0i^;<^>'U-Jh>'WA7$ K^«? (7 ml) lzmt/^y:^/l' 
*=./l' (0.131ID1. 1.69 mmol) i^H^TTiB^, 3 0^ 
r^ffi^LfCo SJSffil^lfn !) v^y (0.384 ml, 4.60 mmo 

i)^iDx> 6 ot:-C4i^Fflffii^Lfc^. ^jig^igaiTe 

tbufc. ttiaa!S:«sip*«7k-cft»u. hy 

I^J:!9««U-C. mmit^m (294 mg) Sr#fc. 
^H NMR (CDCI3) 6: 1.79 (4H, m), 2.16 (3H. s), 2.2 
5 (2H. m), 2.41 (2H. m), 2.55 (4H, m). 2.62 (2H. 
m). 2.78 (2H. m). 6.20 (IH. s), 6.91 (IH, d.J=8.1H 
z). 7.18 (IH. d. J=7.8Hz). 7.32 (2H. m>. 

[0 2 23] 104 
N-[6-[2-(i^^ ^/vr § y)3i^/l']-7. 8-i?t Kn-2-^ 

[{kl 7 2] 



o fvy^^ 



9H3 



■3- H 

1 0 2-C»P>iXfcN-[6-(2-t Kn;^f'>3:^/V)-7, 
S-v't Kn-2-f U^/W]r-fe HT? K (102 mg. 0. 
426 mmol) t h V^'f-J^Ti:^ (0.0652 ml. 0.469 mmo 

1) wv^pi^/wj^/wAr? mm (2 mi) Kmt^^^ 

(0.0393 ml. 0.469 mmol) SrJkJftT-CllD 

3 O^^Ffl^^^Lfc, S*£:fS{-2^Si^p«^/wT? V 
©X h7t Kn^yy^ffi (0.64 ml) SrSDx.. 6 Ot 

LT. ^Bit^m (57.5 mg) Sr#fc. 
^H NMR (CDCI3) 6: 2.15 (3H, s), 2.24 (2H, m), 2.2 
9 (6H. s). 2.36 (2H. m). 2.48 (2H, m), 2.78 (2H. 
m), 6.20 (IH, s), 6.90 (IH, d, J=8. IHz), 7.20(1H, 
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d, J=8. IHz), 7.35 (IH, s). 7.76 (IH, br). 
[02 24] ##^105 

l^b 1 7 3 ] 



.cere 



1) :fc]Bti5E^co;^S(i^^-:^/w 

^ y y^^^;^ hy-19(5)_ pll89 (1982))lCj;!9»e> 

7.20g (0.029 moD^r;^^^/-/^ 50 mllC^^b. 
7k^^b2J^^7^•:^^!; i^i). I.O8 g (0.029 mol)^iD^T2 

w^/^-6-::l^^-l,4-^y:/;^-=3^^^^;^>' (3.10 g)Sr 

^H-NMR (CDCI3) 5: 1.96 (IH, m), 3.34-3.49 (2H, 
m), 3.80-3.90 (2H, m), 4.09 (IH, brs), 4.30-4.40 
(IH, m), 6.86 (IH, d. J=8.6Hz). 7.50 (IH, d, J=2. 
8 Hz), 7.59 (IH, dd, J=2.8, 8.6 Hz). 

2) l)T*#e>*xfc2-t Yxi^i/:^^)\^-%-:=^V^-\,^- 
^>'y;^^^1^v^>'l.00g (4.76 mmol). H; ^^/^T ^ 
V708 mg (7.00 mmoD^rDMF 30 inHrS«U :^9^y:^ 
/VT^r^/V^^ n y K 545 mg (4.76 mmol) SrJP;tT. 305> 
^^ai^bfco 50%>>p«f'/l^T^ VtK^^S 3 ml^JO;t. 70 

'^Y^yy^-\^'A\^. g^®:n^;W: n-^^f-^^(40:6 
0) -C^W 2-(i^p< ^/VT ^ y ) ^/W6-r^ h n-1, 4- 
-O-y^^^f-t^V (790 mg)Sr«6ifti|^i^<i:UT#fCo 
^H-NMR (CDCI3) 6: 2.33 (6H, s), 2.47-2.67 (2H, 
m), 3.19-3.25 (IH, m), 3.46-3.52 (IH. m). 4.09 (1 
H, brs), 4.30-4.35 (IH, ra), 6.86 (IH, d, J=8.9Hz). 

7.48 (IH, d, J=2.8Hz), 7.57 (IH, dd, J=2. 8, 8.9 
Hz). 

3 ) 2) -C^t e>nfc2- (>^^ ^;VT ^ / ) ^ b 
n-l,4-^:/>':t=^f-i^>' 760 mg (3.2 mmoD^^^y 
-/HOmllC^iSL. 3 ml. ^«&0. 80 g<SrJDx.T 
2mmm\^1^. R^S««r««b. «@^^lci*|«7KK 

^-ICf+L. g^®^:3^^>'V: n ----=3^1^-^(20: 80) -C^ttl 

Sa^k-g^fe (430 mg)*4ife*l^i^fcbT»fco 
^H-NMR (CDCI3) 6: 2.31 (6H, s), 2.41-2.62 (2H, 
m), 3.12-3.17 (IH, m), 3.36-3.41 (IH, m), 3.30-3.5 
0 (2H, brs), 3.67 (IH, brs), 4.12-4.21 (IH, m), 5. 
99 (IH, d, J=2.5 Hz), 6.03 (IH. dd, J=2.5. 8.4 H 



z), 6.65 (IH, d, J=8.4 Hz). 
[0 2 2 5] 06 

6- [ (4-p( f^/wi- y ^ S-y fc K d -2 

t^b 1 7 4 1 



H^-^ ^ ^ ^ ^CHj 

*lg0ij41(Dl)"C»bn*:6-T'fe bT^ K-2-(N,N-i^7«^ 

^H NMR (CDCI3) 6: 2.27 (2H, t, J=8. 1 Hz), 2.29 (3 
H, s), 2.45 (8H, bs),2.72 (2H, t. J=8. 1 Hz), 3.03 
(2H, s), 3.60 (2H, s), 6.26 (IH, s), 6.45-6.47 (2 
H, m), 6.80-6.83 (IH, m). 
10 7 

4-^ ^/W3-(l-fc'n V ^/U)-2H-j5' n ;^ l^-l-T 

[ft 1 7 51 




l-Tir^/WT^y-3,4-v?t Kn n p« W-it^'^fflV^ 
mmm4 1 01)*5j:t;^#*^6 9 i:[^«<7)»f^SrllR 

^HNMR (CDCI3) 6: 1.73-1.83 (4H, m), 1.99 (3H, 
s), 2.46-2.51 (4H, m), 3.22 (2H. s), 3.70 (2H, b 
s), 4.66 (2H, s), 6.18 (IH. d, J=2.2 Hz), 6.26 (1 
H, dd, J=2.2Hz, 8.1 Hz). 7.00 (IH, d, J=8. 1 Hz). 

[0 2 2 6] #%{?fl 108 
4-p< ^;W3-(4-^yV:^ V ^/^^ f*/W)-2H-^^ n 7« V-7-T 



[{b 1 7 6 ] 



l-Tir^/WT ^ y -3, 4-v^ Kn ^ n ^ >'-l-:tV*fflV^ 

mMm4 1 (Di)i3j:tj^##^?y 6 9 tmm<om'^i:m 

^HNMR (CDCI3) 6: 1.98 (3H, s). 2.41-2.44 (4H, 
m), 3.08 (2H, s), 3.66-3.69 (6H, m), 4.62 (2H, s), 
6.18 (IH, d, J=2.2Hz), 6.26 (IH, dd. J=2. 2 Hz, 
8.1 Hz), 7.00 (IH, d, J=8.1 Hz). 
1 0 9 

6-(4-^/W:Ej^y f^/V)-7,8-i^t Kn-2-f:7^ 
Utl 7 7] 
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^H-NMR (CDCI3) 6: 2.28 (2H, t. J=7.8Hz). 2.42 (4 
H, t. J=4.4 Hz). 2.72(2H, t, J=7.8Hz), 3.01 (2H. 
s). 3.60 (2H, brs.). 3.70 (4H. t, J=4.4 Hz). 6.26 
(IH. s). 6.46 (2H. m), 6.82 (IH. d, J=8.7 Hz). 
[0 2 2 7] 1 1 0 

N-;^ ^/U-N- y-5, 6, 7, 8-7" h 5 t K o -2-^ 7 ^ 

litl 7 81 

6-Ti? hr^ K-l-T h7D V (13. 7g, 67. 4 mmol) 5r 
r h7t: Kn77y(40ml)(C^«L. TK^fb-:^ h ^ 

(«tt) (2.40g, 101 mmol) S:Jn;t. 2. SNrWJtlPfi 
m^LfZo a^^fbP^^/V (20 ml) Sr^DXL. 40 

A>7p-^h>r77-<-- (JgM^i«;g^®^^^/l-:n— 

^=50: 50- 100:0) i^iTitMb^co mmm^mzTv 
-r/vmrffj^sur. mmit^^ (8.3g) iSr#fco 

^H-NMR (CDCI3) 6: 1.96 (3H, s), 2. 19(2H, m), 2.69 
(2H, t, J=6.2Hz). 2.99 (2H. t, J=5.9Hz), 3.29 
(3H, s), 7.10-7.15 (2H, m). 8.09 (IH. d, J=8. 4 H 

2). 

1 1 1 

N-[6-[(E)-(i^p< ^/UT ^ y ) 7^ ^ y T^>']-5-;i-:3fy-5, 
6,7.8-x h7 t U-cr^/V-J-N-y^/^Tir h 

K 

[ibl 7 9] 




1 1 0 -C^fcN-p^ ^/W-N-(5-;^-:^^ y-5, 6, 7, 8-r 
h 7 Kn-2-f7^ U=i/l-) T-fe hr ^ K(4. 3g, 19. 8 
mmol) SrN.N-i^^'f'/Wx^/WAr^ K^^;^f-/vr-t^-/w 
(50 ml) ICg^L. ^^#H^T. 1 5^PfljD^.S«t 



(3.9g) Sr^fcc 
'H-NMR (CDCI3) 6: 1.93 (3H, s), 2.86 (2H. t. J=7. 
3 Hz), 2.95 (2H, t, J=7. 3 Hz), 3.16 (6H, s), 3.28 
(3H, s). 6.99 (IH, s), 7.09 (IH, d. J=8. 1 Hz). 7.7 
5 (IH. s). 8.07 (IH. d. J=8. 1 Hz). 

10 2 2 8] 1 2 

N-^^/V-N-[5-::^-=^ry-^-[(E)-l-fc'n }) v?nyVp< ^ y 
:^]-5.6.7.8-r h7b h*U'2'i'y i^:='J\^]T± hr^ 
K 

[ibl 8 0] 

##fiS|l 1 l-e#fcN-[6-[(E)-(i?;^^>'UT$y)p(f'U 
xi']-5-:^-*y-5. 6. 7.8-7" ^ 9 t 
/U]-N-;>« ^/WT-fe h T 5 K (5. 7g. 20. 9 mmol) 4: tT o »> 
v^y (50 ml) »C^«PL. a^#fflSlT, 3. 5^Ffl*0 

1^ (4.0g) &#fCo 

'H-NMR (CDCI3) 6 : 1.93-1.96 (7H, m). 2.85 (2H. t. 
J=6.7 Hz), 2.96 (2H.t. J=6.7 Hz), 3.28 (3H. s). 
3.63 (4H. m). 6.99 (IH. s). 7.10 (IH. dd. J=8.4. 
2.0 Hz). 7.95 (IH, s). 8.08 (IH. d. J=8.4 Hz). 

##fiflj 1 1 3 

N-.?'f-;W-6-(l-f n y e^:::i/V-;<f^/P)-7.8i^t Vx2-2-f- 

({b 1 8 1 1 




H 

• 2HCI 



mnmi 1 2-C#7tN-^^/W-N-[5-;*-*y-6-[(E)-l-f 
D y =f- y xi^]-5, 6. 7, 8-7" h 7 t Kn-2-^7 

^ T-fe h T 5 K(4. Og. 13. 4 mmol) J — 

(10:1 220 ml) IC^ft?U 10V^•7i^^'A-ffi 
tt^^ (0.4g) SrJDx., *^#H5[Tt?48^rfl«if t 

SNigK (50:50 200 ml) 5rJPx.. IS^M^JDfSiaSiilE 

(2.8g) «r#fc. 
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'H-NMR (DMSO-dg) 6: 1.98 {4H. m), 2.45 (4H, m), 
2.81 (5H, m). 3.01 (2H,m), 3.44 (2H, m), 3.85 (IH, 

s). 3.86 (IH, s). 6.67 (IH, s), 7.02-7.10 (3H, 
m), 10.90 (IH, brs.). 

[0 2 2 91 ##^1 1 4 



Kkl 8 5] 



,XCro 



4 1 1 ) -CWPjHfce-T-fe h r 5 K-2-(N. 

^H-NMR (DMSO-de) 6: 1.39 (IH, m), 1.80 (5H, m). 
2.50 (5H, m). 2.83 (4H,iii), 3.35-3.38 (2H, m), 3.79 
(2H, s), 6.70 (IH. s), 7.05-7.13 (3H. m). 10.40 
(IH, brs). 
1 1 5 

5-^ f-/U-6-[(4-7< '^/i^-l-H'^^ i^~JU) i. f-)V\-l, 8- 



##t^l4 1 © 1 r'-e#bttfc6-T-fe: ?V ^ K-2-(N, N-i^ 

6 9 i: l^«<olftf^5rfi' 5 i 1 1- i 9 , ««b-^!feiSr# 

^HNMR (CDCI3) 6: 2.02 (3H, s), 2.27 (2H, t, J=8. 
1 Hz), 2.27 (3H. s), 2.44 (8H, bs), 2.63 (2H, t, J 
=8.1 Hz), 3.12 (2H, s). 3.61 (2H, s). 6.48-6.54 (2 
H, m). 7.08 (IH, d, J=7.8 Hz). 
[0 2 301 116 

2- [ ( p< ^/^T 5 / ) ^ ^/W]-lH-r >fy-6^T $ ^ 
l^b 1 8 4 1 



4 7 -C#P>nfcN-[2-[ (E)-(i?^ ^J^^r $ /) ^ f- 
'J f*:x]-l-;t=Si^y-2, 3-i^t Kn-IH-^ yfy-S-^M 
T-fehr5 K^Srffiv^T. ^«lWl-2) tll«<Ojftf^Srfir 

'HNMR (CDCI3) 6: 2.24 (6H, s), 3.26 (2H. s), 3.3 
3 (2H, s), ca.3,5 (2H,br), 6.58 (2H, n), 6.81 (IH, 
s), 7.08 (IH. d, J=8. 1 Hz). 
##t»J 117 

6-7 5 /-2-fD 1) 4-i^t KO-2H-1. 4- 



0 5<^1) -C#?>Plfc2-l: Kn^i/>t^/U-6- 
h n -3, 4- b K n -2H-1. 4-^ V:/:^ =^1^ i^:^ t\^*^ 
y v^>'4rfflV^T> ##^J1 0 5C0 2) t LT6-^ 
b n-2-b'n }) i/:=^/\^/ ^/V-3, 4-v^b Kn-2H-1, 4-^>^ 
^/:t*1^i^i^^:4-(;?«f-/V'J5^>'^^-/^)- 6-::^ 
n y i:^::i;W;t^;U-3.4-i?fc Kn-2H-1, 4-^V>^:^^f- 
v^:x(7:)^l'g^lfeS:#fco #bnfc?l^ti?rffll/^T. 

10 5 0 3) t mm^ Lxmmi\:^^i:Wcc 

^H-NMR (CDCI3) 6: 1.76-1.81 (4H. m), 2.50-2.70 (4 
H, m), 2.70 (2H, d, J=6.3Hz), 3.13-3.20 (IH, m), 
3.20-3.40 (2H, brs), 3.39-3.43 (IH, m), 3.66(1H, b 
rs), 4.11-4.21 (IH, m), 5.99 (IH, d, J=2.7Hz), 6.0 
3 (IH, dd, J=2.7, 8.4 Hz). 6.64 (IH, d. J=8.4Hz). 

[0 2 3 11 »nmi 18 
6-T ^ /-4-(;^ ^/v;^/V/J^^/w)-2-h*n }) iPz^/i^:^ 
-3,4-v^fc: Kn-2H-1.4- 

[^t: 1 8 6 1 



0^0 

CH, 

117 -C#?>ixfc6-:^ f n-2-t:*n U i^:^/^;^ 
/W3. t K n -2H-1, 4-^ i^^' i: 4- (^ 
;^/V7^:=./i')- 6-::^ bn-2-tf n U ^J=^;V:^f';V-3,4'i^ 
K^-2H-l,4-<>'^/:^^i^^^>'^:fflV^"C. 1 0 

^H-NMR (CDCI3) 6: 1.70-1.80 (4H. m), 2.50-2.70 (4 
H, m), 2.73 (2H, d,J=6.0Hz), 2.95 (3H. s), 3.21-3. 
29 (IH, m), 2.80-3.10 (2H, brs), 4.10-4.21 (IH. 
m), 4.26-4.32 (IH. m), 6.43 (IH. dd. J=2. 7. 8. 4 H 
z), 6.77 (IH, d, J=8.4Hz), 7.11 (IH, d. J=2.7Hz). 

[0 2 3 21 mmmi 

N- [2- (N, N-e^;?« f"/VT ^/)^ ^;w-6-7^ hyV ^/w]- 
[{L 1 8 7 1 




,jOcrs 



6-T%/ -2- (N, N-5^p< f'/vr 5 / ) P« ^/Vt" h 7 y 
(0. l39g)ioa;0!4-(4-;< h=3fi/7 3u^/W)^,tffK(0. 118 
g)(ODMF^?S Oral) l::, 2M HOBtroOMF^iS (0.25iiil) , 
2M WSCD<ODMF^>R (0. 30ml) , b U si'fj^r S. > (0. 14 
ml) *JiU5DMAP (0.132g) %*D^fc. S;tx^Sr^S-C12 
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SH^k-g^CO. 124 g) «r#fc, ttilS : 170-175t:. 

[0 2 3 3] siT<Dmmm2i5^x^3\zm«t<oit^m 

Ubl 8 81 




IB^ : 193-196"C mm&^m : ftR^^/V — •=^r■^^ 
^) . 

mmm3 

N-[2-(N, N-i^'p' f-zWT 5 y ) p< f^/V-e-r h 7 y -/W]-4- 
(1, 3-i^3^=3^ y-i, 3-i?fc Kn-2H-< V-Y V K— ^^2-^ 

[{kl 8 9] 




WS. : 235-240'IC (S^oc^/Pai— r/Pt?}Jc}^) . 

[0 2 3 4] mMm4 

4- (^V'/'1'/VT§ y) -N- [2- (N, N--:^y 
[{bl 9 0] 




6-r 5 y -2- (N, N- i^p* f'/i'T 5 y ) y ^/vr h 7 !J 

yJgKJg(139 mg), 4-^W-1'/l^r5y^S»K(121 
mg), WSCD(0.13 ml), H0Bt(92 mg). hV^^/l'7%>' 
(0.14 ml), j3j:tn»IAP(61 mg)^DMF(4 ml)(c;MA^. 

B^K*^/W-THF(l:l)Ti4tatfc. W«llSr*, 

81 ii)g)S:^§fc„ 

241-242 U 



[02 35] siTommm 5 u 1 4 {z^nRoit-t^ 

liters 

4- ('<V>?/V:^^v') -N- [2- (N, N-v?yf- 

ywr 5 y ) 6 h 9 !> '<i'XT 5 K 
[{1:1 9 1] 




Mj^ : 135-136 "C 

N- [2- (N, N-i^y^^^/vTS y) yf'/v-e-T- 

h7!J:=:yW] -9-:^df-y-9H-7/W:t P-V-2-*/WjK 
[{kl 9 2] 




ia^i^ : 224-226 t. 

[0 2 3 6] mmvi7 

N- [2- (N. N-i^y^/WT^y) yf-/V-6-T 
-9, 10, 10- h !J3^df y-9, 10--:^t Ko 

-ioi^-f':*-^i^yTy-3-*;wjp^f-$ K 

[ikl 9 3] 




o 



Mj^ : 222-223 tC;}^/!?). 

(4-7=-V yi}Jl^^-M T5y-N- [2- (N, 
N-i^;>«^/UT5y) p'f'/l'-e-T h7y-/W] ^> 
XT 5 K 

[{kl 9 4] 




ft;j|[ : 216-217 t(^^»). 
[0 2 3 7] III&0II9 

N- [2- (N, N-i?^^/WT$y) ^f-/U-6-^ 
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t^bl 9 51 




,xxrc 



^l^: 1 3 7 -139 t. 

nmm i o 

N*- [2- (N, N-i^^f-zV-T?/) 7«^/W-6- 
Ut\ 9 6] 




ffll;!^: 238-240 "CC^^). 

[0 2 3 81 nmmi 1 

(4'-ai^>'Wt*7i:::^/W-4-'<>'V) -N-[2-(N, N-i?P< ^ 
[fkl 9 71 




Sl^ : 137-138 "C. 

mmm 2 

( 4 ' -^^ n D tr^ a: =/W-4-'r /V) -N- [2- (N, N-i^;* 
[{bl 9 81 




CH, 



St;^ : 187-189 *C. 
[0 2 3 91 Htfe^l 3 

(4'-T-fef-/WT5/tr73:=-/W4-1'/W) -N-[2- 
K 

[^bl 9 91 




CH, 



UM. • 183-186 "C. 

Hife^i 4 

4- (1.3— ^y/i^^t^y-zW-S — f/W) -N-[2-(N.N 
[^li2 0 0l 




,X)Cr: 



< 

O' 

Sl^ : 174-176 "C. 

[0 2401 IIJg«15 
4-:/i3^-N-[6-[ (N, N-v'/ ^/^T 5 ^ ) ^>'W]-5, 6, 7, 8 

[<k2 0 11 



; 141-143 t: (iSfejf^ii : n-^^f-V) 

^ifelWie 

3' , 4* -i^^ CI D-N-[6-[{N. N-v^;' f-^^T 5 ^ ) ^>'^]- 
5,6.7,8-r h7t Vu-2-i'yf\^^MLh I'-l^^i- 
/U]-4-*/V^^f-^ K 
[^b2 0 21 



*l£t»Jl5-C'#fc4-:/p *-N-[6-[ (N, N-i>;^ ^/WT 5 ^ ) 
> 'f-M-S. 6, 7. 8-7^ h 9 1 Ko-2-:>-7^' \^::^M^>:< 
T$ K (400 mg. 1.03 mmol) , 3, 4-:^^ ci p 7 
TXtjy^ (50wt% THF-HaOgfJK, 0.473 ml, 1.24 mmo 
1) . 2N^K-?-hy !?i^7k»* (1.03 ml, 2.07 mmol) 

x.=LfVii^y(.y y( l^/^-yi^"^ 2>, (35. 8mg, 0.031 mmol) 
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*{t:i-5ri:»cj:9«a{l:^® (204 mg) 

^H-NMR (CXI3) 6: 1.41 (IH, m), 1.95 (2H. m). 2.2 
6 (6H. s), 2.26-2.45 (3H. m), 2.83-2.99 (3H, m), 
7.10 (IH, d, J=8. 1 Hz). 7.26-7.77 (8H, m), 7.94 (2 
H. d. J=8.4 Hz). 

im^tSxm CsBHzeClzNaO-O.lHsOtUT 
tf^il:C, 68.60; H, 5.80; N. 6.15. 
Hi^ttrC, 68.42; H, 5.60; N, 5.92. 
MM. : 143-145 t: : 

[0 2 4 1] ||Jfe«?!ll7 
N-[6-[ (N, N-i^p< ^yl-T ^ V ) ^ ^/V]-5, 6, 7, 8-7^ h 9 t 

Kn-2-'^7 -y :xi=:^jV[l, 1' - tf 7 a:::^y^]- 

4-;^7/^4f :^f- ^ K 

[^1:2 0 3] 




cert. 



|llfi«?iJ15"C^|fc4->^u ^-N-[6-[(N, N-v^^ ^^WT $ /) 
7^ ^>'^]-5.6.7.8-r h7 t Kn-2-'t:7^^ lx:=:yU]^>'X 

K (400 mg, 1.03 mmol). 4-lf:7a:::^/^7KP 
(1.25 g, 1.25 Inlnol)S:fflv^, ||}fet?ijl6i: l^^lc LT^ 

mi\L^m<oy^}-m&m'i^ nbtitzyv 

-^m^O mg) Sr^f y -mOmUmM U 1 NMKlOO 

^H-NMR (DMSO-dg, y V 6: 1.32 (IH. m), 1.9 
3 (2H. jd). 2.15 (6H. s). 2.15-2.36 (3H. m), 2.74- 
2.94 (3H. m). 7.05 (IH. d. J=8, 4 Hz). 7.40-7.55 (5 
H, m), 7.73-7.91 (8H. m), 8.07 (2H, d. J=8.4Hz). 
10.14 (IH, s). 

jtm^VfU C32H32N2O • Hci • 2H20t ur 

WSII:C, 72.10; H. 7.00; N, 5.25. 
HS^IttrC, 71.81; H. 6.57; N, 5.08. 
iK;S : 220 X: {^m {H^^WM^ , :^ ^ J -/U- 

9I%^18 

N-[6-[ (N, N-^p< ^/l^T ^ / ) ;^ ^/V]-5, 6. 7. 8-r h 7 t 

4-;^;>'^J^^:¥1^^ K 
[^b2 0 4l 




%mm\^^^1tA'^u *-N-[6-[ (N. N-':^p< ^/l-T ^ / ) 
p<^/^]-5,6,7,8-r h'u-2'i-y ^ 
K (250 mg. 0.645 mmol) 2-p« h 

(118 mg, 0.775 mmol) SrfflV\ |llS08i6i: 
*&-eSS^b^4&{208 mg) SrSfeft^t UT#fco 
^H-NMR (CDCI3) 6: 1.42 (IH. m). 1.96 (2H, m). 2.2 
3 (6H, s), 2,23-2.47 (3H, m). 2.85 (3H. m), 3.83 
(3H, s). 7.05 (3H, m), 7.34 (3H, m), 7.47 (IH. s). 
7.64 (2H, d. J=8.4 Hz). 7.79 (IH. s), 7.90 (2H. 
d. J=8.4 Hz). 

T^m^VfU C27H30N2O2 • 0. IHgOi UT 
l+gffi:C, 77.89; H. 7.31; N, 6.73. 
3l»ffi:C, 77.86; H. 7.18; N. 6.79. 

: 155-157 1 m&<mm i.mst:^^/^—^^ 
[0 24 2] ^mmi9 

N-[6-[ (N. N-e^;X ^/VT ^/^J-^ 6, 7. S-x h 9 t: 
K n -I'-r y ^ -4' ^ [1, r - bf 7 31 -4- 

[{1:2 0 5] 




CH3 



IIJ£{?iJl5-C#fc4~>^n^-N-[6-[ (N, N-v^^ ^/l^T ^ / ) 
^ ^/^]-5. 6, 7. 8-X h 7 b Ko-2-'^-:7 ^ U:=:/l/]-<>-X 
K (250 mg, 0.645 mmol). 4-fc Kn :^rV7 a:::^/^ 
sKny^ (107 mg, 0.775 mmol)SrffiV\ ||}fe0yi6i:ll 

^(D:^mvmmit^^ an mg)srefe»*i:u-ci# 

^H-NMR (DMSO-de) 6: 1.36 (IH, m). 1.89 (2H, m), 
2.15 (6H. s), 2. 15-2. 35 (3H. m). 2.77 (3H, m), 6.88 
(2H, d, J=8.4 Hz), 7.02 (IH, d, J=8.4 Hz), 7. 48 (1 
H. d, J=8.4Hz), 7.53 (IH, s), 7.59 (2H, d, J=8.4 
Hz). 7.73 (2H,d. J=8.4 Hz), 8.00 (2H, d. J=8. 4 H 
z), 10.07 (IH, s). 

ytm^Vfm CgsHgyNsOzNa • 0. 2H20i: LT 

H-^||:C, 73.29; H. 6.48; N, 6.59. 

Hi^ffliC, 73.25; H, 6.18; N, 6.36. 

Bj^ : 246-248 X: (U&imm : i^^i 

N-[6-[ (N, Ihi^^ f-/UT ^ / ) ^ ^/^]-5, 6, 7, 8-x h 7 t 
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[{t:2 0 6l 




3IJB«15-e#y5:4-:/n^-N-[6-[(N. N-i^^ ^/VT $ / ) 

K (250 mg, 0.645 mmol) . 4-2}^/V^/^7 :n^/V7K 
n:xS& (145 mg, 0.968 nBnl)?:ffiV\ MMi^lQtm^O 
*feT«S^k-g-i|»(205 ing)«refe3|&*t tT#fco 
^H-NMR (CDCI3) 6 :1.41 (IH, m), 1.95 (2H, m), 2.2 

6 (6H, s), 2.26-2.42 (3H, m), 2.85-2.94 (3H, id), 
7.09 (2H, d, J=8. 1 Hz), 7.32 (IH, d, J=8.4Hz), 7. 
47 (IH, m), 7.63-7.94 (3H, m), 7.87-7.99 (4H. m), 
8.13 (IH, s), 10.11 (IH, s). 

ytm^^Vfm C27H28N2O2 • 0. 2H20^r LT 

ttiL^t:C, 77.93; H, 6.88; N, 6.73. 

^HffirC, 77.89; H. 6.75; N, 6.71. 

»/S : 130-132 X: (f^^imm : ftgfe:n^/l.-. i^oi 

[0 2 4 31 nMm2i 

N-[6-[ (N. N-i^;^ f*/WT ^/V]-5, 6, 7. S-x b 9 t 

Kt3-2-^:7 Wc:i/W]-4' -( t Kn ^ri^T^ ^/l-) [1. 1' -tf 

7 3:^/V']-4-;«;/^jK:3f1?-^ K 
I<k2 0 71 




IIJfl«?y20-C#fcN- [6- [ (N, N-i^ ^ ^/WT ^ / ) ^ ^/V] -5. 
6,7, 8-x t Kn-2-i-:7^ U::i;V]-4* -7^/V^/W[l, 
r-tfy^3.:=^/V]-4-;Jt;/V:^J^^f*^ K (100 mg, 0.242 mmo 
1) i:y'hy\^Vr2y^y-:^^y-;Hl:l)B^ (2.4 
mDimm^. Ti^m^tt^^m-rhV^M^ (18.3mg, 0.48 

b> SljH>fk-g^i»(86 mg) Srefe«&*i: 

'H-NMR (CDCI3) 6: 1.39 (IH, m), 1.94 (2H, m), 2.2 
5 (6H, s), 2.25-2.44 (3H. m). 2.82-2.95 (3H, m), 
4.78 (2H. s), 7.07 (IH, d, J=8.4Hz), 7.31 (IH. d, 
J=8.4Hz), 7.38-7.56 (4H, m), 7.64-7.70 (3H, m), 
7.85 (IH, s), 7.93 (2H, d, J=8.4Hz). 
Ttmi^Vrm C27H30N2O2 • 0. 2H20i UT 



H-»11:C, 77.56; H, 7.33; N. 6.70. 
ll»fi:C, 77.53; H, 7.27; N, 6.55. 

»^ : 138-139 x: im^imm : mm^^/\^-i^=^ 

N-[6-[ (N, H'i^:^ ^/VT ^ / ) ;^ ^/v] -5, 6. 7, 8-7^ b 9 b 
Kn-2-':h7i5^ i^:=^/v]-4'-:^n if^yvCi, 1' -tf :7xn/w3- 

4-:3l7yV7K^rf*^ K 
Kb 2 0 8 1 




CH, 



N-[(6-T^:y-l,2,3,4-'r hy^ Yu-2-^y^V::=~)V) 
7«^yW]-N,N-v^P«f'/^T^ V (102 mg, 0.499 mmol). 4- 
(4-yc3lfyw)$S«» (144 mg, 0.599 mmol)SrffiV^, 31 
tl^«<^*i£tf«jaft^^(158 mg)^efe)|»*i: 

^H-NMR (CDCI3) 6: 0.98 (3H, t, J=7.5Hz), 1.40 (1 
H, m), 1.69 (2H, m), 1.94 (2H, m). 2.25 (6H, s), 
2.25-2.45 (3H, m), 2.64 (2H, t, J=7.5Hz), 2.85 (3 
H, m), 7.08 (IH, d, J=7.8Hz), 7.26 (3H, m), 7.46 
(IH. s), 7.54 (2H, d, J=8. 1 Hz), 7.67 (2H, d, J=8. 
1 Hz), 7.81 (IH, s), 7.91 (2H, d, J=8.4Hz). 
vm%m% C29H34N20tLT 
tfffji:C, 81.65; H, 8.03; N, 6.57. 
Ili^ffiiC, 81.30; H, 7.94; N, 6.40. 
: 186-188 t: iS^MmWk : 

[0 2441 

4-:/p ^-2-:J^ a n-N-[6-[ (N, N-v^^ ^/^T ^ >/ ) 7« 

/w]-5,6.7,8-x h7t: Yu-2-ry 9 \^^f\A^^y^r % 

K 

[^b2 0 9l 



Br 



N-[(6-T^y-l,2,3,4-x h7t: KP-2-:f-y^i5^ U::^/^) 
p*^/W]-N,N-i^p«^/VT5 V (300 mg, 1.47 mmol). 4- 
>^P^-2-i5^Pn^&ffS^ (415 mg, 1.76mmol)?rffl 

v\ %%m\\in^(n>iim^mm\t'^mim mg)S:efe 

^H-NMR (CDCI3) 6:1.40 (IH, m), 1.94 (2H, m), 2.25 
(6H, s), 2.25-2.44 (3H, m), 2.94 (3H, m), 7.08 (1 
H, d, J=8.4Hz), 7.28 (IH, m), 7.41 (IH. s),7.50 
(IH. m), 7.61 (2H, m), 7.81 (IH, s). 
TC^i^ffffi CaoHzsBrClNaOt LT 
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tt-^ffl : C, 56. 96; H, 5. 26; N, 6. 64. 
llilffi:C. 57.09; H, 5.37; N, 6.55. 

: 130-132 X: im&it^m : glFK^f^^w— =^ 

n *-N-[6-[ (N. n-i^;^ ^/l^T 5 / ) > f-/W]-5. 6. 7. 8 
-7^ h7 t Kn-2-^7^' U=yW]-2-;<^/W'<>'XT 5 K 
Hb2 1 0] 



CH, 



CH, O 

N-[(6-T ^ y -1, 2, 3, 4-X h 7 t Kn-2-f7 iJ' Ucr^yP) 
p^^/Uj-N.N-i^p^f'/WT^y (293 mg, 1.43 oddoI). 4- 

y^n^-2-p<f-/V^S#K (370 mg, 1. 72 omiol) $rffl 

^H-NMR (CDCI3) 6: 1.40 (IH. m), 2.04 (2H, m), 2.2 
5 (6H, s), 2.25-2.40 (3H. m), 2.46 (3H. s), 2.88 
(3H. m). 7.07 (IH. i J=7.8Hz). 7.21-7.41 (6H, 
m). 

Ttm^mm CaiHasBrNgOt LT 
ttitfli : C, 6 2.8 5; H. 6.28; N. 
6. 9 8. 

: C, 6 3.10; H, 6.11; N, 
6. 9 7. 

la^ : 140-142 1 (u^imm : Rgr:^^/^-^^ 

[0 2 4 5] 1116^25 
4-7^0 ^-N- [6- [ (N, N-v^y ^/l^T ^ / ) p« 6, 7, 8 

-r h 7 fc uri/i/]-3-;^ ^yi^-^vXT ^ K 

[<k2 1 1] 



CHj 



N-[(6-T^ 7-1,2,3.4-7^ h7t K n -2-*- 7 U^yV) 
7«f-/H-N,N-i^^^/WT5 >' (300 mg, 1.47 mmol). 4- 
yn^-3-y^/V^S#» (379 mg,1.76 nimol)?:fflV\ 
mfeCai i:f^«i<0*j£T^H{b^^(434 mg)S:6fe«&* 

^H-NMR (CDCI3) 6: 1.40 (IH, m), 1.93 (2H, m), 2.2 
5 (6H. s), 2.25-2.40 (3H, m), 2.46 (3H, s), 2.87 
(3H, m). 7.07 (IH, d, J=7. 8 Hz). 7.29 (IH, m), 7.4 
0 (IH. s), 7.49 (IH, m). 7.61 (IH. d. J=8. 1 Hz). 
7.72 (2H, s-like). 

tfg[ffi:C, 62.85; H. 6.28; N, 6.98. 
mWU :C, 62.84; H, 6.05; N, 6.93. 

: 154-155 t: m&itmm : RK^^/l--^=^ 



llffiW26 

3, 4' -i^^ D n-N-[6-t (N, N-v^7« ^/VT ^ / ) ^ ^>'U]-5. 
6.7,8-7^ h7t yx:i-2-'ty^\y::^/U][l, V'tf7=c=. 
y^]-4-*/^2K^i^^ K 
Ut2 1 21 




jocrs: 



.CH3 



mMW22X^1t4'yx2^'2'i^ a n-N-[6-[(N. N-i^> 
yW7 ^ y ) p« ^/w]-5. 6, 7, 8-r b 7 fc Kn-2-'i-7 
/P]-<^^Xr5 K (250 mg, 0.607 mmol), 4-^^00701 
:=:/V7KnvK (114 mg. 0.729 mmol)^^ffiV^. ^16^16 

^H-NMR (CDCI3) 6:1.41 (IH, m). 1.95 (2H, m), 2.26 
(6H, s), 2.26-2.42 (3H, m), 2.85 (3H. m). 7.10 (1 
H. d, J=8.4Hz). 7.31 (IH. m), 7.43-7.63 (8H, m). 
7.87 (IH, d, J=8.1 Hz). 
ytm^Vim C26H26Cl2N20i:b"C 
tf^ttrC, 68.87; H, 5.78; N. 6.18. 
lli^ffl:C, 68.61; H, 5.49; N. 6.10. 
Mj^ : 177-179 m^imm : |lF»^^yU-i^^ 

[0 2 4 6] ^Jg^j27 
4* - ^ n n -N-[6-[ (N, N-i^7 ^/UT ^ y ) 7 ^/V]-5, 6. 7. 
8-x h 7 t Kn-2-:h>'i5' l^^/W]-3-y ^/V[l, 1' - tf 7 

3::=.yV]-4-;^7>rV4?:^i^^ K 
[{k2 13] 



CH, O 




Illife0!l24-e^|fc 4->^n^-N-[6-[(N,N-v?y ^/WT^ y) 
y^7V]-5,6,7,8-X hyt Kn-2-:h7i5^Ur^/W]-2-y 
f'/W^>'XT^ K (250 mg, 0.623 mmol). 
mJ^/W^nV'K (117 mg. 0.747 mmol)SrffiV\ MMmi 

etmiSk(o:)jmxmmit^^(i29 mg)Srefe»*i: lt 

VNMR (CXI3) 6: 1,42 (IH. m), 1.96 (2H, m), 2.3 
7 (6H. s), 2.37-2.47 (3H. m). 2.56 (3H. s), 2.90 
(3H. m), 7.08 (IH. d. J=8. 1 Hz). 7.26 (IH, m). 7.4 

1 (6H, m), 7.53 (3H. m). 

Ttm^vfm C27H29CIN2O • H^ot Lx 

tf»ffi:C. 71.90; H, 6.93; N. 6.21. 
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: C, 71.92; H, 6.52; N, 5.92. 

mj^ : 163-165 X: m&^mm : mwt=^^/^- '^=^ 



4* -^^ D n-N-[6-[ (N, N-v?^ ^/^T ^ 7 ) ^ ^/^]-5, 6, 7. 

8-T b 7 fc K n -2-'?-:7 ix:=:/v]-2-^ f-zi-Li, 1' - tr:7 
Ifb2 14] 




CH, 



mMM25X*mcA-yvi ^-N-[6-[(N, N->^7« ^^VT ^ / ) 
7«^;V']-5,6,7,8-T h^fc Kn-2-:^:7^Uri/W]-3-^ 
f'/P^>'XT 5: K (250 mg. 0. 623 mmol) . 4-i^viuy 
3in/^7j?n>'[K (117 mg, 0.747 DMnol)^^fflV^, Slli«?!ll 
6t^<ll<0*fe-C«H^k^tl(168 mfi)i:&mMt LX 

^H-NMR (CDCI3) 6: 1.41 (IH, m), 1.95 (2H, m), 2.2 
6 (6H, s), 2.24-2.42 (3H, m). 2.33 (3H. s), 2.85 
(3H, m), 7.09 (IH, d, J=8. 4 Hz), 7.26 (4H. m), 7.4 
3 (3H, m), 7.73 (3H, m). 



Tcm^mm C27H29CIN2O 



0.2H20i: LT 



H-»i[:C, 74.28; H, 6.79; N, 6.42. 
JIRffi:C, 74.27; H, 6.73; N, 6.27. 
Bl^ : 193-195 t il^^imm : v?:^. 

[0 2 4 7] mmm29 

N-[6-[ (N, N- v^^ ^;vr ^ / ) ^ ^/V]-5, 6, 7, 8-7^ f 7 t 
Kn-2-:hP'^ u^^/i^l-A' -{ h V y :^^jV)\X, 1*- 
fc':7^l^/^]-4-:^^7/^3^^:2lri^^ K 
[jb2 1 5] 




Illfe«»jl5-C#fc4-:/ n ^-N-[6-[ (N, N-v^^ ^/VT ^ / ) 

f'/l^]-5. 6, 7. 8-x h 9 fc K n -2-^-:7 ^ ixn/wJ-O'X 
T5 K (250 mg. 0.645 mmol). 4- h y p« ^v'W 

:7 3:r:/V7Ka (147 mg, 0. 775 mmol) 
t?!ll6t|^<i(^:frffi'T?^Jl^b'g^fe(194 mg)^efe»*fcL 

^H-NMR (CDCI3) 6: L41 (IH, m), 1.95 (2H, m), 2.2 
5 (6H, s), 2.25-2.45 (3H, m), 2.89 (3H, m), 7.09 
(IH, d. J=8.1 Hz), 7.31 (IH, d, J=8. 1 Hz), 7.46 (1 
H, s), 7.70 (6H, m), 7.80 (IH, m). 7.96 (2H. d, J= 



8.4 Hz). 

t^^^^i:c, 71.66; h, e.oi; n, 6.19. 

lli^11:C, 71.44; H, 6.05; N, 6.09, 

: 205-206 t: (^faib^iK : 



N-[6-[ (N, N-v^7« ^/VT ^ y ) ^ ^;^]-5, 6, 7, 8-r h 7 t 
nb2 1 61 




CH3 



IIJ£^Jl5-C#fc4->^n ^-N-[6-[ (N, N-i>^ ^/^T ^ / ) 
;?«^/^]-5,6,7,8-r h7t Kn-2-^7^i$' U'^/i.]-<:/X 
K (250 mg, 0.645 nmjol). 2-(3-t* ^ v^yl-)-l, 3, 2. 
-v^;^-^i^^'y >- (126 mg, 0.775 mmol)^^V^. 
^J16^l^«(^*ffi-C«M{l::^^(194 mg)^afel&*i:t 

^H-NMR (CDCI3) 6: 1.41 (IH, m), 1.95 (2H, m), 2.2 
6 (6H, s), 2.26-2.42 (3H, m), 2.85 (3H, m), 7.09 
(IH, d. J=7.8 Hz), 7.30-7.47 (3H, m). 7.69 (2H, d, 
J=8.4Hz), 7.86-7.99 (4H, m), 8.64 (IH, m). 8.87 
(IH, m). 

TC^^^Wtt C^sHsTNaO-O. IH^OirLT 

tf^tt:C, 77.53; H, 7.08; N, 10.85. 

^»11:C, 77.42; H, 7.05; N, 10.58. 

gt^ : 177-178 t : ftffi^^^/^-^^^^ 

[0 24 8] mmm^i 

N-[6-[ (N, N-i^p« f-zi-T ^/)^ ^/H-5, 6, 7, 8-r h 7 1 

^y][l, l'-tf7 3l:^/^']-4-;?;/^2^^=3?^i^^ K 
Ut2 17] 




CK, 



^Jfe^?iJl5-e#/c4-y n ^-N-[6-[ (N, N-i^^^ ^/VT ^ / ) 
;^^>'^]-5,6,7.8-7' h7 t: Ko-2-:^7i$' U::^/V]-<>'X 
K(1.00g,2.58mmol). 4- 7/^:?J-nT-fe KT ^ K 
7ai:=-/W3jfn>'®^ (722 mg, 3. 10 mmol) 5rfflVN, 
16tI^1$(7)j^ffi-C«S<b-g'^(1.02 g)Srefe«&*tLT 

^H-NMR (CDCI3) 6:1.41 (IH, m), 2.05 {2H, m), 2.26 



-72- 



(6H, s), 2.26-2.42 (3H. m). 2.89 (3H, m). 7.09 (1 
H. d. J=8.4Hz). 7.29 (2H. m). 7.46 (IH. s),7.69 
(7H, m), 7.94 (2H. d, J=8. 1 Hz). 
Jt^i^mm CgsHasFsNaOairL-C 
fflUlrC, 67.87; H. 5.70; N. 8.48. 
mmm-.C. 67.70; H, 5.53; N. 8.42. 

: 235-237 t {m&itmm : mt:^f-i\'-'M 

N-[6-[ (N. N-£^.>« ^/WT 5 / ) p« ^/Wj-S, 6. 7. 8-T f 7 1 
Kn-2-^-7 9 U=yw]-4' -(4. 4-i^;^ ^/V'-4, 5-v?t Kn 
-1. 3-:^df-«}- /_yp-2-^ /P) [1, 1' - tr7 1 =.M-A-^;v 

Ul:2 1 8] 




15-T?Wfc4-7' n ^-N-[6- [ (N, N->^ ^ 1^/U7 ^ / ) 
:^ ^;^]-5. 6. 7, S-r h 7 t: Kn-2-f 7^^ U:=.;V]-<>'X 
K (250 mg, 0.645 nuuol). 4-(4, 4"i^p< ^/W4, 5- 
V? t K n -1, 3-:t - y--yV-2-^ yV) 7 a: :=./l'2K n y ^ 
(170 mg, 0.775nimol)^fflV>. Ill£0l!l6i: |^«(7):&i£-e 
«ffl^k^^(238 mg)Srefe3©*t LT#fco 
^H-NMR (CDCI3) 6: 1.41 (7H. m), 1.94 (2H, m), 2.2 

5 (6H. s), 2.25-2.41 (3H, m), 2.84 (3H, m), 4.14 
(2H, s), 7.08 (IH, d. J=7.8H2). 7.30 (IH, m). 7.4 

6 (IH, s), 7.68 (5H, m), 7.94 (2H, d. J=8.4 Hz), 
8.03 (2H, d, J=8.4Hz). 

ytn^mm C31H35N3O2 • 0. 2H20.i: LT 
H-iL{e:C. 76.74; H. 7.35; N. 8.66. 
IIK<1:C, 76.70; H, 7.19; N, 8.49. 

m/^ : 185-187 (jfefifbSM : mk^^^^y^-'M 

[02 4 9] ^lSt?!l33 
A!-T^J -N-[6-[ (N, N-i^;^ ^/VT ^J):^ ^/Wj-S, 6, 7. 
8-r h 7 t K o -2-^7 9 Uzz^fV] [1. 1' - br7 =:>^V]-4- 

I{k2 1 9] 




CH3 



HfflWsi -e^fc N- [6- [ (N, N- ^ f^/l-r ^J)/ ^/W] - 
5, 6, 7. 8-X h 7 t K 0-2-^ 7 U^/l.]-4' - [ ( h y 7/W 
2i-n T-t^/i-) T ^ / ] [1. r - tf 7 a: :=yu]-4-;E7/W3K*i^ 



^ K (850 mg, 1.72 nnnol) Srp«^^/-/U (8 ml) 
h7fc Kn7 7:^ (4 ml) (Og-g^lSlCS^® 1 N^K 
miti'V')^J>^ (3.4 ml) SriDX. 5 Ot^-C lepras 

^l:-a^4& (685 mg) S:efe»*tLT#fc. 
^H-NMR (CDCI3) 6: 1.31 (IH, m), 1.89 (2H. m), 2.1 
5 (6H. s), 2.15-2.34 (3H, m), 2.83 (3H, m), 5.36 
(2H, s), 6.67 (2H, d, J=8.4Hz). 7.03 (IH. d,J=8.1 
Hz), 7.48 (4H, m), 7.68 (2H, d, J=8. 1 Hz). 7.96 
(2H, d, J=8.4 Hz), 10.02 (IH, s). 
7C^5>*fffi C2eH29N30 • 1. IHsOi: LT 
fhg[ffl:C, 74.47; H, 7.50; N, 10.02. 
ll»<i:C, 74.39; H, 7.41; N. 9.82. 
mM. : 148-150 t m^\mm, : ^ ^ / -/P-tK) 

N-[6-[(N, N-v^p< ^JV7 ^ y ) ^ ^yWj-S, 6, 7, S-x h 7 t 
Ko-2-^-7^U;::/W]-4-(2-^3:::r>rl/)^VXr^ K 
[<t;2 2 0l 




^ISt?!ll5T*#fc4-:/n ^-N-[6-[ (N, N- v?7< ^/VT ^ 7 ) 

^ ^/^]-5. 6, 7, 8-7" h 7 fc Kn-2-^7i5' UJii/Vj^vX 

T^V (250 mg, 0.645 mmol)> 2-f"3i::^>^W7j?n (9 

9.1 mg. 0.775 mmol) ||Jfi«?t)i6t |^«<^)*'fe-C 

*M{b'g-%(70mg)^efe3t&*i: LT#fco 

^H-NMR (CDCI3) 6: 1.41 (IH. m). 1.94 (2H. m), 2.2 

5 (6H, s). 2.25-2.45 (3H. m), 2.89 (3H, m), 7.11 

(2H, m). 7.29-7.45 (4H, m), 7.71 (3H, m). 7.87 (2 

H. d. J=8.4 Hz). 

jtma^mm Cg^HaeNaOS^ LT 

H-»ffi:C. 73.81; H. 6.71; N, 7.17. 

Hl^ffliC, 73.49; H, 6.59; N, 7.14. 

MM. : 165-166 iS&ikimm : llFK^^;^-v?>r 

[0 2 5 0] II%0!I35 
^^yv- 4' -[[[6-[(N. N-i^;^ ^;VT ^ / ) ;^ ^/W]-5, 6, 
7,8-7 h7t Kn-2-'f 7i$^ U::^yl^]T^y]*/WJj?::^/V'] 
[1, l'-lf7a::=^/l^]-4-:3t7/UAS^i/'U— h 

[Ib2 2 1] 




CH, 



Illfe09l5-e#fc4-y n *-N-[6-[ (N. N-i^^ ^/WT 5 y ) 
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K (250 mg. 0.645 rnnol). A-3LY^i^:^Ji^^=^/^ 
:7 3in;W/Knyg? (150 mg. 0. 775 mmol) *Jfe 
0II16tia«(7)*ffi-C^S{k^4&(2O2 mg)Srefe*&*^b 

^H-NMR (CDCI3) 6: 1.42 (4H, m), 1.95 (2H, m). 2.2 
6 (6H, s), 2.26-2.42 (3H. m), 2.89 (3H, ra), 4.41 
(2H, q, J=7.2 Hz), 7.09 (IH, d, J=8. 4 Hz), 7.31 (1 
H, d, J=8.4Hz), 7.47 (IH, s), 7.70 (4H, m), 7.80 
(IH, s). 7.96 (2H, d, J=8.4 Hz), 8.14 (2H, d, J=8. 
4 Hz). 

tf»<iI:C. 76.29; H, 7.06; N, 6.14. 
^R1t:C. 76.25: H, 7.07; N, 6.09. 
Sk^ : 156-158 (m^mm : ftBfe:^^^^- 



N-[6-[ (N, N-i^>« ^/VT ^ / ) ;^ ^/W]-5, 6. 7, 8-7^ h 7 t 
h*r2'2-i'y 9 U'^/H-4' - (^ ^)\^7.)vy r ^f^^) [1. 1' - 

2 2] 




|lli604l5T#/c4->^n^-N-[6-[(N, N-v^;^^/VT ^ J) 
^^;^]-5,6.7,8-r K9fc: Kn-2--^-7^ u:=.;v]^yX 
T%Y (500 mg, 1.29 mmol). 4-7« icczi/UtR 
n^-ig (260 mg, 1. 55 mmol) ^fflV>. %W§\\^hWSk(f> 
*i£t?«M^b^%)(360 mg)4refe»*^ Lr#yto 
^H-NMR (CDCI3) 6: 1.41 (IH, m), 1.94 (2H, m), 2.2 
6 (6H, s), 2.26-2.42 (3H, m), 2.53 (3H. s), 2.94 
(3H, m). 7.09 (IH, d, J=8. IHz). 7.29-7.36 (3H, 
m), 7.46 (IH, s), 7.56 (2H, d, J=8.4 Hz), 7.67 (2 
H, d, J-8.1 Hz). 7.78 (IH, m), 7.92 (2H, d, J=9. 0 
Hz). 

7C*5>t^f« C27H30N2OS • 0. 2H20i UT 
ffSfiSiC, 74.69; H, 7.04; N, 6.45. 
HifeffiiC, 74.63; H. 7.03; N, 6.11. 

: 178-180 t {.^^mWk : mkP^^)\^- 

[0 2 5 1] 

4* -(N, N-v?^ ^/V-T ^ y )-N-[6-[(N, N-v^^ ^/^T ^ J) 
;Xf^/V]-5,6,7,8-x b7fc ^ \y=:^)V\\X,\' - 

fcr:7a:r=.;^]-4-*/^7S^i^^ K 
l{b2 2 3] 



1 



^m^j33-^fc4' -T ^ y -N-[6-[ (N, N- v^^ ^/V-T ^ J ) 
7^ ^/-Wj-S, 6, 7, S'-r h ^ t Kn-2-:^7 ^ l^^/^] [1, 1' " 
l^7a:^/V']-4-;!?;/V'7K:3ef-^ K (150 mg, 0.375 mmol) 
, /'^^^/^-^T/VT'b K (45.1 mg. 1.50 mmol) 
^/-/i^ (1 ml)i:r h^t: Kn:7^>' (1 ml)(Dig^?e? 
IC!SI«$^> i/T/ t KnliSS^-t b y (94.4 m 
g, 1.50 mmol) ^JPx.. 4 0 1 8 BtP^ft^ Lfco S 

T/w^-f ^yAi^n-^ hi/7:7^- (SBfiS?j« ; g^lK^ 

»t:^ife (13 mg) Sr6fe5l!&*t UTftfc, 
^H-NMR (DMSO-dg) 6: 1.32 (IH, m), 1.90 (2H, m). 
2.15 (6H, s), 2. 15-2. 35 (3H, m), 2.77 (3H, m). 2.97 
(6H, s), 6.82 (2H, d, J=8.4 Hz), 7.03 (lH,d, J=8. 
4 Hz). 7.48 (IH. d. J=8. 1 Hz). 7.53 (IH. s), 7.63 
(2H, d, J=8.7 Hz), 7.74 (2H, d. J=7.8Hz). 7.98 (2 
H, d, J=8.4 Hz), 10.04 (IH. s). 
FABMS(pos) 428.2[M+H]* 

mi^ : 212-213 m^n\m^ : 



N-[6-[(N, N-v;?^ ^/VT ^ / ) ^ f'/V]-5. 6. 7, S-r h 7 t 
Kn-2-f >^>5'U:=:;v3-4*-(p«^/VT^y)[l. r-lf:7a. 

::l/w]"4-:;^;/^7J^=3^i^^ K 
l{k2 2 4l 




CH, 



*jfel?ii33'C#fc4* -r ^ y-N-[6-[(N. N-i;^y f-ZVT ^ J ) 
^f-;u]-5,6,7.8-r hyfc Kn-2-'t:7^u::i/u][l.l'- 
bf:7:x^;W]-4-*yV#=¥i^^ K (150 mg, 0.375 mmol) 
, /^yirs)Vhrr}W\:. K (15.0 mg. 0.50 mmol). 
T/ t Kn(55®&*:^ h y !>A (31. 5 mg, 0. 50 mmol) 4: 
^V^. ||JSM37tl^1io:frfe-C^M^b'a^t)5refe»*t 

^H-NMR (DMSO-de) 6: 1.32 (IH, m). 1.89 (2H. m). 
2.15 (6H, s), 2. 15-2. 31 (3H, m), 2.72 (7H, m), 5.94 
(IH, m), 6.64 (2H, d, J=9. 0 Hz). 7.03 (IH, d, J=8. 
7 Hz). 7.49 (4H. m). 7.70 (IH. d, J=8. 4 Hz). 7.97 
(2H. d. J=8.4 Hz). 10.02 (IH. s). 



-74- 



FABMS(pos) 414.3[M+H]* 

: 163-165 1 im^imm : mwt=^^y^- 
[0 2 5 2] %mmz^ 

N-[6-[ (N, N-i^:?« f-yur 5 y ) p« ^/^]-5. 6. 7, 8-r b 7 1 
Ko-2--:^7^ U:=i/W]-4-(2-:7 y /W)^>'XT ^ K 
Hk2 2 5] 




*lS«^15X-#fc4-:/n^-N-[6-[(N.N-t^7« ^/l-T ^ / ) 
p« ^;W]-5, 6, 7. 8-X h 7 t Vxi-2-^y9 l^jn/Wj^^X 
K (250 mg, 0.645 nnnol). 2-7 y /VJj^n (86. 
7 mg. 0.775 [raDol)^ffiV^, Iilfe^l6i: 
JSfb-g-^ (67 mg) Sr&fe«&*i:LT#y5:o 
^H-NMR (mBO-dg) 6: 1.40 (IH. m). 1.94 (2H, m), 
2.25 (6H. s). 2. 25-2. 45 (3H, m), 2.88 (3H, m), 7.08 
(IH, d, J=8. 1 Hz), 7.26 (4H. m). 7.41 (IH.m). 7.6 
0-7.74 (5H, m). 
FABMS(pos) 375.2[M+H]* 
*tS«^j40 

4'-[[[6-[(N,N-v?^^;wr ^ y)7«^/^]-5, 6, 7,8-r b 
7 b Ur^/HT $y];&/W>}<::^/W][l, r-t^ 

7 3::^/^]-4-:;&/^j}?>'K 
[{b2 2 6] 




„xxrC 



|llS«»l35-C»fc3i^/W' -[[[6-[(N. N-e^<>t f^/VT 5 ^ ) 
^ ^/I'l-S, 6, 7, 8-f h 7 t K i3-2-t 7 ^ u-yw] T 5 
y];)(7/W#=:-/W][l. I'-f 7a:::^;U]-4-*/l'jKdrv'W— h 
(100 mg, 0.219 nanol) Stj^^'Z-zW (3 ml) (0. 

5 ml) ©«&g-gf«fj:s»u, 1 ^in^mt-r Y y i^atk^ 
Wi (0.329 011) Sr^a-esai. 9 0"t;T?5^wffii$u 

fc. mm^nmym^y^. 7k*fti;tfc« i n;^® (0.32 

9 ml) «rJ0xT8!#tfc. *fWL^3|t^^feS:JiSiL* 
i5feL, ^H{b^«9 (89 mg) S:efe»*tUT#fc. 
^H-NMR (DMSO-de) 6:1.34 (IH. m). 1.91 (2H. m), 2. 
24 (6H, s), 2. 24-2. 30 (3H, m), 2.81 (3H. m). 7.05 
(IH, d, J=8.4 Hz), 7.49 (IH, d, J=8. 4 Hz). 7.55 (1 
H, s). 7.89 (4H. m), 8.07 (4H, m). 10.18 (IH, s). 

C27H28N2O3 • 2H20i UT 
H-Sffi:C, 69.81; H, 6.94; N, 6.03. 
llifefi:C, 69.57; H, 7.01; N, 5.93. 
MM. : 143 t {^m {^^imm : *) 



[0 2 5 3] nmmAi 

4" n D-N-[6-[(N. N-v?;^ '^■fVT 5 / ) / f-JV]-!, 8 
-i^t Kn-2-?-7;J' \^=-M[.\. 1' -b'7 3:=./W]-4-*/W 

[{k2 2 71 

27. 70(1962)) tCt^oT'g'^Lfc6-T-fe h 
K-l-r h^ni^ (5.0 g. 0.0246 moDSrDMFi^ 
3i^;W7-fe ^^-yV50ml(c:g» LllOt-^ 2 ^KSi^ U 
fco «rffl^?rJI©L. g^Se3i^/w-cit^L6-T't hT^ 
K-2-(N, N-v?7^ ^yvr ^ / ;^ ^ y y^>^)-l-7" h 7 n 
(4.98 g)^Mfei^*i:bT»fco 

^H-NMR (CDCI3) 6:2.19 (3H, s), 2.79-2.83 (2H. m), 
2.88-2.92 (2H, m), 3.11 (6H, s), 7.14-7.17 (IH, 
m), 7.68 (IH, s), 7.69 (IH, s), 7.95 (IH, d,J=8.1H 
z), 7.96 (IH, s). 

MM. : 207-210 1: m^itmm : mt^^^M 

2) #P)tlfc6-Tir hT^ K-2-(N, N-v^;^ ^/VT 5 7 
^f^yrV)-l-7^ h^n^- (4.50 g, 0.0173 moDSr^ 

^/-/K50 ml)(cSfl?U*^^T7K^{k:4>!?^:^hy ^7 
A (6.56 g, 0.173 rooDSriOx.^ 2^Wai^Lfco 

Th7tKn77 ^-SOml, 2N:fi®g30mlSriO;tl6^MiPfi 

jK; 6^^:11 ^/^:n-^:3ef->^=30: 70) iCXfflSiU 6- 
[ (N, N-i^p« f'/V.r 5 y ) y ^/H-7, 8-v? t Kn -2-^-7 
i$'U>'T^>^ (1.60 g)SrftEfe*i^^t LT#fCo 
^H-NMR (CDCI3) 6:2.23 (6H, s), 2.28 (2H, t, J=8.4 
Hz), 2.74 (2H, t, J=8.4Hz). 2.95 (2H, s), 3.57-3.7 
2 (2H, m), 6.25 (IH, s), 6.46-6.48 (2H. m).6.83 (1 
H, d, J=8.7H2). 

3) # e>ixfc6-[ (N, N-v^^ ^;vr ^ y ) 7^ f-/l-]-7, 8- 
v^t Kt3-2-^:7^ U>'T^ (1.00 g, 0.005 mol). 4 
-^uxi\fy:xL:=^;\^'i};v:ff^>fgL(2,Z\ g, 0.01 moDSrffi 
v\ HlfiMl tll«o*fe-x?^jH{b^«5(1.12 g)S:efe 

^H-NMR (CDCI3) 6:2.25 (6H, s). 2.34 (2H. t, J=7.8 
Hz), 2.86 (2H, t, J=7.8Hz), 2.99 (2H, s), 6.34 (1 
H, s), 7.03 (IH. d. J=8.7Hz). 7.39 (IH. d. J=8. 1 H 
z). 7.45 (2H, d,J=8.7), 7.48 (IH, s), 7.56 (2H, d, 
J=8.4Hz), 7.67(2H, d. J=8.4Hz). 7.78 (IH. s). 
7.94 (2H, d. J=8.4 Hz). 



-75- 



IfS^SiC, 74.90; H, 6.04; N, 6.72. 
^giffi:C, 74.64; H, 6.14; N, 6.56. 

: 204-207 t (B^uitmi^ : ftK^^>'^-n-^ 

[0 2 5 4] ^lfe«^42 

4* -y/V:ttt-N-[e-[{N, N-v^^ ^/t'T ^ 7 ) p< ^/^]- 
7,8-v^t Kn-2-^7^^ l^^/V-lCl. 1* -lf7ain;l/]-4-* 

Ifb2 2 8l 




^JSW1<^ 2) t?#:t6-[(N, N-i^y ^/VT ^ / ) y ^ 
/^]-7,8— Kn-2-^7^ U>'T^>' (936 mg. 4.62 
mmol). 4-:7/l/:tnbf73::=./V*/U#>'K (l.OOg, 4.62 
IIlmol)S^ffiv^. HJS^l il^1t<7)ifjS-C*«<k:^«il{990 

^H-NMR (CDCI3) 6:2.25 (6H, s), 2.34 (2H, t, J=8. 1 
Hz), 2.85 {2H, t, J=8.1Hz), 2.99 (2H, s), 6.34 (1 
H, s). 7.02 (IH. d, J=8.1Hz), 7.13-7.19 (2H,in), 7. 
38-7.41 (IH, m), 7.48 (IH, s), 7.56-7.61 (2H, m ), 
7.65 (2H, d, J=8.4Hz), 7.80 (IH, s), 7.93 (2H, 
d, J=8.5Hz). 

H-^ffi :C, 77.97; H, 6.29; N, 6.99. 
m^m:C, 77.90; H, 6.23; N, 6.58. 
Sk^ : 190-193 X: m&imm : »»:>^^/^-n-- 

[0 2 5 5] ^JS«^J43 
4' n C2-N-[2-[ (i^/ ^/WT ^ y ) / ^/V]-2, 3-v? b K 
n-lH->f Vt^'^^-S-^v'V] [1. 1' -If 7 3i;=./V]-4-:fr/V:^f^ 
K 

[jb2 2 9] 




N-CH, 



##«^j48-eiJ»fcN-[2-[ (i?;^ f^/l^T 5 y > ^/^]-2. 3-i^ 
fc Kn-lH-^>'v^y-5--r;V]T'fe hT^ K (48.9mg, 0. 
210inmol) KmMS& (Inil) ^*DX.> 1 1 0X:V2^m9t 

(Cit). Hffi^t^i^ (30mg)*#fco 

^HNMR (DMSO-dg) 6: 2.16 (6H, s), 2.22 (2H, d, J 



= 6.7 Hz), 2.61 (4H, m), 2.97 (IH, m), 7.15 (IH, 
d, J = 8.1 Hz), 7.47 (IH, d, J = 8. 1 Hz), 7.56 (2 
H, d, J = 8.4 Hz). 8.05 (2H, d, J = 8.4 Hz), 10.17 

(IH, s). 
FAB(pos) 405.1 [M+H]* 

mj^ : 192-194^: m^itmm : smt:^^j^-'M 

4' n P-N-[8-[ (v^y ^/VT ^ y ) y i'M-^, 7-i^ k K 
n -5H-< V y^ [a] V jJ' n V-3-^ /w] [ 1 , 1' - tf :7 3: 
ri/u]-4-;^;/v^^f-^ K 
[^k2 3 0] 




^^m 5 0 T#fc8-[ (i^y ^/v-T 5 y ) y ^/u]-6, 7- 

t K n -5H-<>- >^ [a] n --T'x y-3-r ^ V'^ffl V ^ 

^H-NMR (CDCI3) 6: 1.96-2.10 (2H, m), 2.25 (6H, 
s), 2.39 (2H, t, J = 6.4Hz), 2.79-2.85 (2H, m), 2. 
96 (2H, s), 6.40 (IH, s), 7.15 (IH . d, J= 8.6H 
z), 7.40-7.52 (4H. m). 7.56 (2H. d. J = 8.4Hz), 7. 
67 (2H. d, J = 8.1Hz), 7.81 (IH, s), 7.94 (2H. d, 
J = 8. 1 Hz). 

Bj^- i83-i85t: (j^fsib^aiWK^^^^-^:^^^ 

[0 2 5 6] mmm^ 5 

4* ->^;W;^-u-N-[6-[(v?y ^/l^T ^ y ) y f-yW]-6, 7. 8, 9- 
r h7 b Kc2-5H-^>'y[a]i^^^ n-^s^T^y- 2-^/v] 
[l,l'-fcr73:r:^/^]-4-*7V7S^f-^ K 
[{b2 3ll 




5 1 -e»fc6-[ (i^y ^/wr ^ y ) y ^^^3-6, 7, 8, 9 

-r h9b Kn-SH-^V^/Wv/:^ n-^T'r y-2-T V 

^H-NMR (CDCI3) 6: 1.40-1.68 (3H. m), 1.85-2.20 (1 
OH, m), 2.55-2.92 (4H,m), 7.13-7.20 (3H,ra), 7.35- 
7.43 (2H, m), 7.56-7.67 (4H, m), 7.77 (lH,s), 7.93 
(2H, d, J=8.4 Hz). 
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tfS[ffl[:C. 77.85; H, 7.02; N. 6.73. 
Hg^ffi :C, 78.18; H, 7.09; N. 6.74. 
St^ : 167-169t: im&itmm : v^3i5^/uai-r 

4' n D- N-[6-[ (v^> ^/^T ^ / ) > ^/W]-6, 7, 8. 9- 

[1, l'-e'7 3l:^/v]-4-;^7/^J^^:^i^^ K 
U\:2 3 2] 




5 1 T*#fc6-[ (v?p< ^/^T ^ / ) p< ^/l-J-e, 7, 8, 9 

'H-NMR (CDCI3) 6:1.40-1.67 (3H, m), 1.85-2.20 (10 
H, m), 2.55-2.92 (4H,m), 7.15 (IH , d. J = 8. 1 H 
z). 7.35-7.46 (4H, m). 7.56 (2H, d. J = 8.4 Hz), 
7.66 (2H, d, J = 8. 1 Hz). 7.77 (IH. s). 7.93 (2H. . 
d, J = 8.4 Hz). 

Ttm^mm C27H29ClN20i: LT 
tt^lirC, 74.90; H. 6.75; N, 6.47. 
Jlg^ffi:C, 74.77; H, 6.65; N, 6.43. 

: 173-175t: (B^Bimm : i^oi^/l^oi-r/V') 

[0 2 5 7] mMm4 7 
N-[6-[ ^yvr ^/)^ ^>'^]-7, 8-v? fc -2-^-7 
^U:=i/^]tl,r-lf73::=i/W]-4-*yl':i?*i^^ K 

I{b2 3 31 




mmm 4 1 <^ 2 ) ■c#/c6-[ (n, n-s?p« ^jut ^/)?^^ 

;V]-7.8-e^b Kn-2-^->'^Ui^T^>^SrffiV^-C. Hffi 
m 1 t ll«<^SIf^*tT 5 i: J: 9 . «H{b^teSr# 

NMR (CDCI3) 6 : 2.25 (6H, s). 2.33 (2H, t. J = 
5.4 Hz), 2.84 (2H. t.J = 5.4 Hz). 2.98 (2H, s), 6. 
34 (IH, s), 7.01 (IH. d, J = 7. 8 Hz), 7.32-7.94 (1 
2H, m). 

Ttm^Vrm CaeHssNzO t UT 

UWU:C, 81.64; H, 6.85; N. 7.32. 

Uglli : C, 81.65; H, 6.79; N, 6.91. 

«^ : 173-175 t: il^^itrnm : 7^ h 7 k Kp 7 



mmm4 8 

N-Ce-d-t'-^U i^:=^/l';?«^yW)-7,8-v^k 

i^^>'V'][i,r-tr7 3i=./w]-4-:!t;/V2}^=^-9"^ K 

[{b2 3 4] 




5 2 -e#fc6-(i- tf-^ y ^/^)-7, 8-i^ t 

^HNMR(CDCl3) 6: 1. 46-1. 59 (6H, 

m) , 2.3 1-2.3 6 (6H, m) . 
2. 84 (2H, t, J= 8. 0 Hz) , 
3.0 2 (2H, s) , 6.3 4 ( 1 H, 
s) , 7.0 2 (IH, d, J = 8. 1 
Hz) , 7.3 7-7.5 0 (4H. m) , 
7.63 (2H. d, J = 6.9 Hz), 

7.71 (2H, d, J=8.1H 
z) , 7.7 9 (IH, s) , 7.94 (2 
H. d. J = 8. 1 Hz) . 

Mj^: 1 5 6-1 5 8 t: m^Bimm : y'hy 

b Kn7 7>'-n-^^f->') 

[0 2 5 8] mmm4 9 

N-[6-[(i^;^^7l'T^ y)7«^/W]-7.8-i^fc V^-l-i-y 
^U:^/v]-4'-h y y/u^u^^Mh l'-lf73i=yU]-4 

[{b 2 3 5 ] 




„xxr; 



II1S«?!|4 1(?5 2) -C#fc6-[(N,N-i^^^/WT^y)p<^ 
/1-1-7,8-i^l:: Kt3-2-'^:7>$' U>'T^i^^fflV>-C. HJS 

^H NMR (CDCI3) 6 : 2.25 (6H. s). 2.34 (d, J = 5. 1 
Hz), 2.86 (2H, d, J =5.1 Hz). 2.99 (2H, s). 6.35 
(IH. s). 7.04 (IH. d. J = 8.4 Hz), 7.40 (IH, d, J = 
3.3 Hz). 7.49 (IH. s). 7.70-7.79 (6H, m). 7.87 (2 
H. d, J = 8.4 Hz). 

: 214-216 X: (f^^imm : 
^y7'Ptf/W:3i—"r/W) 

2' -^^ a P -N-[6- [ ( v^p< ^/VT ^ / ) ^ ^/W]-7. 8- t K 
n-2-^7 ^ U^/V] [1. 1' - If 7 31 =^jU'i-4-:ID/\^^^'9' ^ 
K 

[^k2 3 6l 
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NMR (CDCI3) 6: 2.25 (6H, s). 2.34 (d. J = 5. 1 
Hz). 2.85 (2H. d, J =5. 1 Hz). 3.00 (2H, s), 6.34 
(IH, s), 6.69 (IH, s), 7.02 (IH. d, J = 8.4Hz). 7. 
31-7.57 (8H, m). 7.85 (IH. s), 7.92 {2H, d, J = 7. 
8 Hz). 

Tim^mm CaeHzsClNaO t LX 

tf^^grC, 74.90; H, 6.04; N, 6.72 

HKffirC. 74.49; H, 5.65; N. 6.06. 

MjS. : 145-147 *C {f^^mm : ftK^^/V'- n- 

•^de-iJ-V) 

[0 2 5 9] *lS^il|5 1 
4' a a-N-[6-(l-tr^ U i^:=-;V;f ^/V)-7, 8-::^ t Kn 
-2-i-7^t^=^^^Uh l'-lf73:=/W]-4-*>'l'5}?^f-5 K 

lit2 3 7] 




5 6 -e#;rc4' X2 n-N-[6-(i5^ n p p< ^/V)-7, 8- 

K (225 mg). tr-<y (0. 16 ml) i V :/ 
n bVWJi^/VT 5 (0. 282 ml) ON. N-v^^ A 

T^mffi (5 mDSr^^trnsf^Mit^Ufcm. i20t:T* 
2I^KIJDlSftbfco K^&?KSr««gbT#e>ixfc3S*«r*- 

^_.n_^di^^>.;^.fe^4^t:u-c«JS<k'g^t; (no mg)Sr 

26-1. 6 1 (6H. 
3 6 (6H, m) , 
j= 8. 4 Hz) , 
6. 3 3 (IH, 
7.0 1 (IH, d, J = 8. 1 
7. 3 6-7. 4 9 (4H, m) , 



NMR (CDCI3) 6 



m) , 
2.8 3 
3.0 2 
s) . 
Hz) 



2. 3 0-2. 
(2H, t, 
(2H. s) 



7. 55 (2H, d, 

7. 66 (2H. d, 
z) . 7.8 1 (IH, 



J =: 8. 4 Hz) , 
J = 8. 4 H 
s) , 7.9 3 (2 



H, d, J = 8. 1 Hz) . 

BM.: 2 0 9-2 1 1 t (f^^imm : y'Vy 

mmms 2 

4'-:7;U;rn-N-[6-(l-b"^y i^::^/l^^^>'l^)-7.8-v?t: K 
D -2"ry 9 V:=^)V^ [1, r - try 31 :::i/V']-4-*/V4?=*i^ ^ 
K 

l{k2 3 8l 




^HNMR (CDCI3) 6: 1.45-1.58 (6H. m), 2.29-2.37 (6 
H. m). 2.82 (2H, t. J= 8.0 Hz). 3.01 (2H. s). 6.33 
(IH, s), 6.98-7.93 (12H, m). 

MM. : 190-192 1: {m^mm ■. x h 9 1 Kd 7 
[0 2 6 0] mMms3 

N-[6-(l-f 6, 7, 8-X h 9 1 Kn-2 

--f-y-^ U:=.;U] [1. 1" -ify i=./V']-4-*-'V5J<driJ-5 K 
2 3 9 1 




5 3 -C#;rc6-(l-t:'^ y v^nyV^ ^>'U)-5, 6, 7, 8- 

^HNMR (CDCI3) 6: 1.37-1.60 (8H, m), 1.96-2.00 (2 
H, m), 2.24-2.44 (5H,m), 2.82-2.93 (3H, m), 7.09 
(IH, d, J = 8.3 Hz), 7.30-7.33 (IH, m), 7.38-7.65 
(6H, ffl), 7.70 (2H, d, J = 8.4 Hz). 7.76 (IH, s), 
7.93 (2H. d. J =8.4 Hz). 

: 161-162 ^ m^imm : 7^ h 7 Kn 7 7 
^-n-^a^f-y) 

4' -:7/U:t n-N-Ee-d-fc?*-^ }) '^/^)-5, 6. 7, 8-7" 

h9 b Kn-2-^-:7^' U^/W][l. 1* -If :73i:=:>r^]-4-*/V 

[^l::2 4 0] 
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5 3 T?^fc6- (1- If^ V i^->rU;;t ^/U) -5, 6, 7, 8- 

'H NMR (CDCI3) 6: 1.36-1.52 (8H. m). 2.29-2.31 (2 
H, m). 2.24-2.45 (6H,m), 2.82-2.93 (3H. m), 7.08- 
7.33 (4H. m), 7.44 (IH, s), 7.57-7.66 (4H, m), 7.7 
4 (IH, s), 7.92 (2H, J = 8. 1 Hz). 

tfSEffi:C. 78.70; H. 7.08; N. 6.33. 
lli^<l:C. 78.40; H, 7.09; N. 6.09. 
Bt^ : 179-181 t: (J^fiikSISE : SS^^^^/W) 

[0 2 6 11 ^16«a|5 5 
4' n n-N-[6-(l-lf^ V i?:=^/Vp« ^yU)-5, 6, 7, 8-T h 

Ub2 4 1] 




##09 5 3 -t?#fc6- (1- K''^ y i^=^yWpt ^/w) -5, 6. 7. 8- 

*HNMR (CDCI3) 6: 1.25-1.71 (8H, m), 1.95-2.00 (2 
H, m), 2.25-2.45 (6H,ib), 2.83-2.93 (3H. m). 7.09 
(IH, d, J = 8.3 Hz). 7.30-7.32 (IH, m), 7.43-7.45 
(3H, m), 7.55 (2H, d. J = 8. 1 Hz). 7.65 (2H. d. J 
= 8.4 Hz), 7.77(1H, s), 7.93 (2H, d. J = 8. 1 Hz). 
miS. : 202-203 "C (.m^it^m :7'h7tKn77 

mmm 5 e 

5-:d-^y-l-73:=:/W-N-[6-(l-t'^!) ^/w)-5, 
6, 7. 8-x h 7 1 Kn-2-f Us-^H-S-fcT n y i?^'* 

Ub2 4 2] 




xxro 



##^J 5 3 -e^tfc6- (1- bf ^ y i^:=i;W7< f-/^) -5, 6, 7. 8- 
T^h^t Kp-2-^-:7i$'l^>'T5>'SrfflV>T. ^1S0!I1 

NMR (CDCI3) 6: 1. 03-3. 33(22H, m), 3.97 (IH, t, 
J = 8.4 Hz), 4.21 (IH, dd, J = 6.8, 7.1 Hz), 6.91 
-7.63 (9H, m). 

jtmi^Vrm C27H33N3O2 t LX 

: C, 75. 14; H, 7.71; N, 9.74. 
C, 75.01; H, 7.33; N, 9.43. 

162-164 1: m&itmm : mm^^/i^) 



[0 2 6 2] MM^5 7 

6' (4-^ D D :7^^yW)-N-[6-(l-t'-< y i^=^/\^;^ ^/U)- 
5,6.7.8-7" h7 t Kn-2-:^7^^ U:=./l-]:=i3f-VT ^ K 
[{k2 4 3l 





m^m 5 3 •e#fc6-(i-fcr-< v ^J^f^^^ ^/w)-5, 6, 7, 8- 

^HNMR (CDCI3) 6: 1.30-2.40 (16H, m). 2.82-2.92 
(3H, m). 7.09 (IH. d, J= 8.1 Hz), 7.26-7.48 (4H. 
m), 7.80 (2H, d. J = 8. 7 Hz), 7.99 (2H, d, J= 8.7 
Hz), 8.23 (d, IH, J = 6.3 Hz). 9.11 (IH. s). 
Hki^ : I937I95 X. m^^Ktmk : 
%WS^ 5 8 

5- (4--^r a n :7 3: -N- [6- (1- ^ y v^^/Up« ^/P) - 
5. 6. 7, 8-7^ h 7 fc K n -2-:^ 7 iJ' U:=:/U]-2-7 7 ^ K 
[{b2 4 4] 

##«^J 5 3 -e#fc6-(l-fc"-< y v^^/W-p^ ^/W-5, 6. 7, 8- 
T'h^t Kn-2-'^-7^^U>'T^>'SrfflV^T. HiSt^l 

^H NMR (CDCI3) 6: 1.23-1.61 (7H. m), 1.96-2.00 (2 
H, m), 2.24-2.43 (7H,m). 2.80-2.92 (3H, m). 6.75 
(IH. d, J = 3.6 Hz), 7.07 (IH, d, J = 8.4 Hz), 7.2 
7 (IH, d, J = 3.6 Hz), 7.32-7.42 (4H, m), 7.66 (2 
H, d, J = 8.4 Hz). 8.32 (IH. s). 

[0 26 3] jllfefi^59 
N-[6-(l-lf -< y ^/i')-5. 6, 7, 8-x h 7 b Ko-2 

-:^:7^u^/^]-3-(2, 4, 5-h y:3^ h=^->:7 3i=./w)-5— f 

[{k2 4 5l 



##fi^J 5 3 -e#fc6-(l-fc'-< y f^/W)-5. 6, 7, 8- 

^H NMR (CDCI3) 6: 1.42-1.60 (18H, m). 1.97-2.36 

(7H, m), 2.80-2.95 (3H,m), 4.06-4.18 (6H, m), 6.58 
(IH. s). 7.09 (IH, d. J = 8.4 Hz). 7.35 (IH, d, J 
= 8.1 Hz), 7.44 (IH, s), 7.50 (IH, s), 7.55 (IH, 

s), 8.16 (IH, s). 

II%^J6 0 
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4- (4-i7 n n :7 31 :=iyW -2-7 oi n>rU-N- [6- (1- 'J v^^ 
f-/U)-5, 6, 7, 8-r h 7 t Kn -2-^-7 3 

Ul:2 4 6] 




##^J5 s-e^fce-d-fc^-^!; i^^^/w^^ ^/i^)-5, 6,7,8- 

'HNMR (CDCI3) 6: 1.26-1.58 (7H. m), 1.90-2.00 (2 
H, m). 2.22-2.35 (7H.m), 2.70-2.95 (3H, m). 7.06 
(IH, d, J = 8.1 Hz), 7.25-7.51 (7H. m). 8.04-8.32 
(5H, m). 

[0 2 6 4] mmme i 

4'-;^nn-N-[6-(l-b*n ]) ^/W)-7, Kn 

l{b2 4 7] 




m^Vi 5 6 -e#fc4' n n-hh[6- (i^ d n p< f'7W)-7. 8- 
S/t: Kn-2-'t-7^ i/n;u][i, 1' -id'7 3i:=:/v]-4-:>t;;v^ 

^HNMR (CDCI3) 6: 1.83 (4H, s). 2.35 (2H. t, J = 
8.1 Hz), 2.52 (4H, s),2.84 (2H, t, J = 8. 1 Hz), 3. 
18 (2H, s), 6.36 (IH. s), 7.02 (IH, d, J =8.4 Hz), 

7.39-7.56 (6H, m). 7.66 (2H, d, J = 7. 5 Hz), 7.82 

(IH, s), 7.93(2H, d, J = 7.5 Hz). 
Sl^ : 185-187 X: m^imB : 7^ h 7 fc Kn 7 

5- (4-^ n n 73::=i/W)-N-[6-(l-tf n V i^:nyi/;^ ^yw)- 
7,8-v^t Kn-2-t7^ Un/W]-2-l:''y v^>':^7/^/S*•!^ 
^ K 

[{b2 4 8] 




5 6 -r#fc4' n P-N-[6-(i^ u n ^/l-)-7, 8- 



^H NMR (CDCI3) 6: 1.80 (6H, s), 2.37 (2H, t, J = 
8.1 Hz), 2.52 (4H, s),2.87 (2H, t. J = 8. 1 Hz), 3. 
18 (2H, s), 6.37 (IH, s), 7.03 (IH, d, J =7.8 Hz), 

7.48-7.61 (6H, m), 8.04 (IH, dd, J = 8. 1, 2. 1 H 
z), 8.35 (IH. d,J = 8.1 Hz), 8.78 (IH, s). 9.95 (1 
H, s). 

[0 2 6 5] 6 3 

4- (4- y i^:='M -N- 16- (1- fc* d ^ 1^=^/1^;^ f^/^) -7, 8- 

[{b2 4 91 




##«^J 5 4 ■C#fc6-(l-t:''n y v?;=i/V/p< ^/W)-7, S-i^^t 
Ko-2-7■7^u:^T^:^Srfflv^T. *1£0!1 1 1 

'H NMR (CDCI3) 6: 1.79-1.83 (6H, m), 2.35 (2H, t, 
J = 8. 1 Hz), 2.53 (4H,s), 2.73 (2H, t, J = 8. 1 H 
z), 3.18 (2H, s), 6.36 (IH. s). 7.02 (IH, d,J = 7. 
8 Hz), 7.38 (IH, d, J = 8.1 Hz), 7.48 (IH, s), 7.7 
1-7.78 (4H, m),7.89 (IH, s), 7.99 (IH, d, J = 8. 4 
Hz). 8.32 (2H. d, J = 8. 4 Hz). 

mmm 6 4 

4' a n-N-[6-[(4-7:c::^/Wl-t:*'^ V v^n/V) / 
-7. 8-v^fc: Kn-2-^7 Uz=.jU] [1, V -yfy m^jWi-A- 

l>fb2 5 0] 




5 6 -e#fc4' -iJ^ n n -N-[6- (iJ^ n n ^ -7, 8- 
ixe Kn-2-'f7^ 1/:=./^] [1, 1' - tTy 3i:=./U]-4-;^/W^ 

^H NMR (CDCI3) 6: 1.83-2.10 (6H, m), 2.37 (2H, t. 
J = 8.1 Hz), 2.47-2.54 (IH, m), 2.86 (2H, t, J = 
8.1 Hz). 3.03-3.10 (2H. m). 3.10 (2H. s), 6.37 (1 
H. s), 7.03 (IH. d. J = 8.4 Hz), 7.19-7.57 (IIH, 
m), 7.66 (2H, d, J= 8.4 Hz), 7.81 (IH, s). 7.94 (2 
H, d, J = 8.4 Hz). 

: 228-230 t m^imm : h 7 fc Kn 7 
^V-n-^^f-V) 

[0 2 6 6] mt^m 6 5 

4' n p-N- [6- (4-^/1^2}^ y n/v;?^ ^/W-7, 8-v^b: Kp 
'l-^y9 lx=:/U][l, r-tf7ii::=./V]-4-*>'W7R^f-^ K 
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Ut2 5 1] 




5 6 T*#fc4' - iJ^ n n-N-[6-(^ n n ^/V-)-7, 8- 

NMR (CDCI3) 6 : 2.34 (2H, t, J = 7. 8 Hz), 2.45 
(4H, s). 2.84 (2H, t.J = 7.8 Hz). 3.06 (2H, s). 3. 
73 (4H, s), 6.36 (IH, s). 7.02 (IH, d, J =8. 1 Hz), 
7.36-7.57 (6H. m). 7.67 (2H. d. J = 8.4 Hz). 7.80 
(IH, s), 7.94(2H, d, J = 8, 4 Hz). 

: 194-196 t: (l^ftfk^iK : r h 7 t Kn 7 
^V-n-^^f-V) 

%ism^ 6 

4' - ^ n n -N- (6- [ [ p< ^/V (2- >^ 3: n ^/w) T ^ / ] p« 
^/U]-7,8-^t Kn-2-:^7^ U^/V)[l,l'-t*7 3::=^ 
yV]-4-*/v->]^=^i^^ K 
[{b2 5 2l 




5 6 T?#yc:4' -rJ' n n-N-[6'(^ n n ;>< ^/l-)-"7, 8- 
Ku-2-^-7^ 1^:=^>'^][1, l'-tf73;:=^/l']-4-:7t7;U7p 

^H NMR (CDCI3) 6: 2.25-2.32 (2H, m), 2.32 {3H, 
s). 2.60-2.66 (2H. m). 2.77-2.83 (4H, m), 3.10 (2 
H, s), 6.32 (IH, s). 6.93-7.95 (16H, m). 

: 173-175 t: i%^\tmk : T h 7 t Kn 7 

10 2 6 7] Wim^ 7 
4'-i5rnn-N-[6-[(;/^/WT:=.!J y);?<^/V']-7,8-v^fc K 
n-2-^-7^ l^:=^/H[l. 1' -fcr73i:^/U]-4-*yW^=^i^ 5: 
K 

[^b2 5 3] 




##0»J 5 6 -e#fc4* D i3-N-[6-(i5' n n ^ f">'W)-7, 8- 



^H NMR (CDCI3) 6: 2.20-2.30 (2H. m), 2.25 (3H, 
s), 2.85-2.90 (2H, m), 3.00 (2H, s), 6.30 (IH, s), 
6.74-7.95 (146H, m). 

: 177-179 t: (I^SfkSa : T h 7 fc Kn :7 
7:^-11-^:^1^:/) 

4' - ^ n n -N- [6- [(4-73: n/U-l- y i^:^/U) p« ^/l/] 
-7, 8-i^ fc K n -2-"?- 7 [1, 1' - fcT 7 3: :=:/U]-4- 

[{b2 5 4l 




5 6 -C#fc4' P n-N-[6-(^ d n ^ f'/l')-7, 8- 
t K D -2-^- 7 ^ U [ 1 , r - f 7 X ^/V] -4- /^tK 

*H NMR (CDCI3) 6 : 2.37 (2H, t, J = 8. 1 Hz), 2.62 
(4h, S), 2.86 (2H, t,J = 8.4 Hz), 3.13 (2H, s). 3. 
22 (4H, s), 6.39 (IH, s), 6.85-7.95 (16H, m). 

: 228-230 X. (fefe^k^JK : T h 7 t K n 7 

^v-n-^^f-:/) 

[0 2 6 8] %W§\ 6 9 
4' p n-N-[6-[[[2-(i^;' ^/l-T ^ /)3if-/V'] (^ ^ 
)V)T%J'\:^ ^/W] -7, 8-v^ fc K n -2--:^ 7 Un/U] [1, 
l'-li^7 3:;=:;v]-4-:«7/^2K:^f-^ K 

[{k2 5 5] 




5 6 T#fc4' n n -N-[6- (^ n n ^ ^/V) -7, 8- 
Kn-2-?-7^ U:=./H[l,l'-tf7n::=:/W]-4-*/Wv1? 
=^•9- ^ KSrffl v^T. 5 1 1 WSk(r>m^^'^ 5 r t 



^H NMR (CDCI3) 6 



2. 25 (6H, s) , 



2.2 6 (3H, s) , 2.3 3 (2H. 

t, J = 8.1 Hz) , 2. 4 4-2. 5 0 

(4H, m) , 2.8 4 (2H, t, J = 

8.1 Hz). 3.07 (2H, s), 

6.35 (IH. s), 7.02 (IH. 

d, J = 8. 4 Hz) , 7.3 7-7.5 7 

(6H, m) , 7.6 7 (2H, d, J 
= 8. 1 Hz) , 7. 80 (IH. s) , 
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7. 94 (2H, d, J = 8. 4 Hz) . 
mi^: 1 5 6-1 58 "C m^imm: y'hy 

4' -7/l':^n-N-[6-(4-^-/W* V =}-iV)-i, 6, 7, B-t' 
h 9 t Ko -l-i- y 9 W^/W] [1, 1' - 1^7 * =./V]-4-*/V 

ni:2 5 61 




jXTO 



5 7 t?#fc6-(4-^/V2i^ y :=^/W7< 6, 7, 8- 

'HNMR (CDCI3) 6: 1.40-1.50 (IH, m)» 1.90-2.10 (2 
H, m), 2.29-2.45 (7H,m), 2.80-2.92 (3H, m), 3.72- 
3.75 (4H, m). 7.07-7.33 (4H, m), 7.46 (IH, s). 7.5 
6-7.66 (4H. m). 7.78 (IH, s). 7.92 {2H. d. J = 8. 1 
Hz). 

mM. : 188-190 m^\msk : mk^^f^A 

[0 2 6 9] %WS^1 1 
J^-^xi n-N-[6-(4-^/V':e^ U ^/^)-5, 6, 7, 8-x h 

7t: Kc2-2-'^-7^ 1^^>'W][1, l'-fcf73::::i/W]-4-;^>'Wi^' 

Ut;2 5 7l 




##t?!l 5 7 T*#fc6-(4-^/^/t: y ^/V;^ ^;V)-5, 6, 7, 8- 

T^hyb Kn-2-f:7i5^U':/T^>'*fflv>T. %WS\\ 

^H NMR (CDCI3) 6: 1.40-1.50 (IH, m), 1.90-2.10 (2 
H, in), 2.32-2.45 (7H.in), 2.80-2.90 (3H, m). 3.70- 
3.80 (4H, m). 7.10-7.92 (12H, m). 
iSt^ : 216-218 t i^MmWk : 

'mmi 2 

4-^ U P-N-[6-(4-^/V2}^ y :=:/l/7< ^/W)-5, 6, 7. 8-7" h 
5b Kt3-2-'^7^^ U':=^/U]-2-73i:::i/V-5-t:*y ^v^V:* 

[^t;2 5 8] 




'HNMR (CDCI3) 6: 1.40-1.50 (IH, m), 1.95-2.05 (2 
H, m), 2.29-2.45 (7H,in), 2.80-2.95 (3H, m). 3.73 
(4H, t, J = 4.5 Hz), 7.10 (IH, d, J = 8. 1 Hz), 7.3 
2 (IH, d, J = 8.1 Hz). 7.42 (IH, s), 7.49-7.56 (3 
H, m), 8.25 (lH,s), 8.48 (2H, d, J = 6.6 Hz), 9.20 
(IH, s) 

[0 2 7 0] mm^7 3 
N-[6-(4-*/Wl-N y 5'/^)-5, 6. 7, 8-y^ h 7 b Kn-2 
--yy^ l/:=:>rl^]-2-7 3i::^/W5-tf y ^ i^^l^-^ jX^'^^^'f ^ 

K 

[{b2 5 9] 



N 




3IJfe{?»J 7 2 X*%fz\'^ n D-N-[6-(4-^/^^ y ^ 
;l')-5,6,7,8-r Vy\i Kn-2-:h7^ U^y^]-2-:7 3:n 
/W-5-b'*y ^ v?>':^/V3^=^f-^ K^ffiV^T. ##fj4 8 

^HNMR (CDCI3) 6: 1.21-1.30 (IH, in), 1.93-2.03 (2 
H, m), 2.28 -2.44 (7H,in), 2.80-2.90 (3H, m), 3.73 
(4H, t, J = 4.8 Hz), 7.07 (IH. d, J = 8. 1 Hz), 7.2 
6 -7.30 (IH, m), 7.39 (IH, s). 7.51-7.53 (3H, m). 
8.00 (IH, s), 8.50 (2H, dd. J = 8. 1, 2.4 Hz), 9.21 

(2H. s) 
*t£0S7 4 

N-[6-t(v^:i^^/^r ^ /) y ^/W]-7, 8-i^t: Yn-l-ry 
un;^][l,l'-^f:7 3I=./^]-4-*/^4?=3f-1^^ K 

[{k2 6 0l 




5 7 -effl'fc6-(4-^y^3^ y f->'V)-5, 6, 7. 8- 



##«5 8 T#fcN-[6-(^ n n y ^/W)-7, 8-i?b Kn-2 
-'J-:7 ^ [1, 1' -b'>^ a:ri/W]-4-:^/V7jf:3?^f - ^ 

^H NMR (CDCI3) 6 : 1.24 (6H, t. J = 7.2 Hz), 2.33 
(2H, t, J = 5. 1 Hz), 2.53 (4H, q, J = 7. 2 Hz), 2.8 
4 (2H, t, J = 5. 1 Hz), 3.11 (2H, s), 6.36 (IH, s), 
7.02 (IH, d, J= 8. 1 Hz), 7.37-7.50 (5H, m), 7.63 
(2H. d, J = 8.7Hz), 7.71 (2H, d. J = 8.4 Hz), 7.7 
9 (IH, s), 7.93 (2H, d, J = 8. 4 Hz). 

: 153-155 ^ mSkimm : r h 7 b Kn :7 

[0 2 7 11 %Mm7 S 
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4- (2 — s [b] 7 7 ~M -N- [2- (N. thi?/ f-zWT 
Hb2 6 1] 




6-T 5 y -2- (N. N- f-yi'T 5 / ) ^ ^/Wx f 7 y 

m. : 192-194 t: ( m&itmm ■. x h^t Kn^^i^ 
3I1S«^7 6 

4- (3- p« h ^i/'<>'t;>'V:*-*^/') -N- [2- (N. N-i^pf ^ 
[jb2 6 2] 

6-T 5 y -2- (N. N- v^y f-ji^T s: / ) ^ f'/i'T h 7 y 

S/S : 102-104 (i^S^b^HE : y f yWx-T' 

[0 2 7 2] |IM«>97 7 
4- (4- y/U^u^>'i?jU:t^->) -N- [2- (N, N-S?y 

/I'T 5 y ) y f'/we-r h 7 y -/vd^^^^xt $ K 

HI12 6 3] 



.XT' 




6-T 5 y -2- (N. N- i^y ^/v^T 5 y ) y h 7 y 

tt;jlk : 165-167 t: (i^fifb^lK rT'h^tKn^^y- 

3lffi0tJ 7 8 

4- [4- (y 'f-zv^/vy r ^i^v'/v:^^-^] -N- [2 
- (N. N-i^y f-yvr 5 y ) y ^/we-y h 9 y 

75 K 
nb2 6 4] 




6-7 5 y -2- (N.N- v'y ^/i'7 5 y ) y f^^wx h 7 y 

iK;^ : 162-163 X: (j^S^ISIK : t' h 9 1 Kn 7 9 V- 
[0 2 7 3] 11:^0117 9 

4- (4-3i^>'l"<:^^^y^3^:^r• V) -n- [2- (n, N-:?y '5^/1' 
7 5 y ) y f-ywe-x h 7 y =^/w]'<>'X7 5 K 

[{b2 6 5] 



CH, 
CH, 



H,C. 

6-7 5 y -2- (N. N-i^y f'/i'7 5 y ) y ^/wt^ h 7 y 

: 120-122 X: m^itmm -.TYyUVtiyy^- 

^'yT'of/n—^/w) 

( 4 ' -y ^yUK'7 1 c^/W4-</W) -N- [2- (N, N- v'y 
^/W7 5 y ) y ^/v-e-T' h 7 y 5 K 

(fb2 6 61 




6-7 5 y -2- (N, N- i^y ^yw7 $ y ) y ^/w-r h 7 y 

J: 5, «ja<U-&«i«r»fc. 

: 181-182 t: m^itnm : RK^i^/W-^^f- 

[0 2 7 4] m^ms 1 

(2*. 4'-i?i'nntr7*=.>'P-4-</W) -N-[2-(N,N 

-i?y ^/U7 5 y ) y f-yi-e-T^ b 9 y ^/wiK^-y- § 

K 

[{b 2 6 7 ] 
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6-T 5 / -2- (N, N- ^/WT 5 /) ;< f'-'Vr' h 7 U 
: 188-189 (f»S{l:»« :f^h5tKD77:^- 

mmm 8 2 

4-(5-^'nD-2 -N- [2- (N, N-i?> ^ 

[^b2 6 8l 




6-r 5 y -2- (N. N-i^^y f-zwr 5 y ) f-zv^ h 9 y 

m.M. : 167-169 m^imi^ : s^m^'f/^-^^^ 
y) 

[0 2 7 5] ^098 3 

(S'-^nnf^a: =.;U-4-^M -N - [2- (N, N-i^> 
Ul:2 6 9] 




6-T 5 / -2- (N, N- ^yWT $ y ) y 'J'/'VT h 7 y 
y^g®^*S:fflV^•C, IIJfi0!l4 ^:l^«©a^f^S^^T5-t(- 
Sl;S : 138-139 m&itmm ■.y'V'^y^h'ttyyy- 

(2'-^i3Dtr7 = =/W4-'f -N- [2- (N, N-i^p» 
[jli2 7 0] 



.CH, 



6-T ^ J -2- (N, N-i^T^ ^/VT ^ / ) ^ ^/^-r h 9 y 



H;fe : 176-177 t Ogfe^kS^SE : 7^ h 7 t Kn 7 7 

[0 2 7 61 'm.m 5 

4* -pt ^/W-N-[6-[(N, N-i^;^ "^r^^T ^ / ) p< ^/l^]-7, 8 
K t3 -2-:?- :7 [1. r - If :7 31 ::^/u]-4-:*/v 

l{k:2 7 1] 




^Jfe^?ll4 1(D2) T*#fc6-[(N, N-v?7«^/VT^y)7« 
^;w]-7,8->^t: Kn-2-t7^i/>'T^ >'^fflV^T. ^ 

^H-NMR (CDCI3) 6: 2.25 {6H,s), 2.33 (2H. t, J = 
8.1 Hz), 2.41 (3H. s),2.84 (2H, t, J = 8. 1 Hz), 2. 
98 (2H, s), 6.33 (IH, s), 7.01 (IH, d, J = 7.8 H 
z), 7.39 (IH, d, J = 8.4 Hz), 7.48 (IH, s), 7.52 
(2H, d, J = 7.8 Hz), 7.67 (2H, d, J = 8. 1 Hz), 7.8 
4 (IH, s), 7.91 (2H, d, J = 8. 1 Hz). 

IfSffi :C, 81.78; H, 7.12; N. 7.06 
*a^t :C. 81.51; H, 7.22; N, 6.93 

: 195-196 X. (S^feib^tt : g^S^^^/V-S^-T 

8 6 

p--.d^i//l.-N-[6-[(N, N'V^T^ f-;VT^ / )p^f' 
[{t;2 7 2] 



CH, 



1(7)2) -r#fc6-[(N, N->^p^^/VT^/)7« 
^/w]-7,8->?b Kci-2-*f i^^'T^rxSrfflv^r. ^ 

^H-NMR (CDCI3) 6: 1.20-1.52 (4H,m), 1.71-1.96 (6 

H, in). 2.25 (6H, s), 2.33 (2H, t, J = 8. 1 Hz), 2.5 

0-2.62 (IH, m), 2.84 (2H, t, J = 8. 1 Hz), 2.99 (2 

H, s), 6.33 (IH, s), 7.00 (IH, d, J = 7. 8 Hz), 7.3 

1 (2H, d, J = 8.1Hz), 7.36 (IH, d, J = 7. 8 Hz), 7. 
46 (IH, brs), 7.75 (IH, s), 7.78 (2H, d. J = 8. 1 
Hz). 
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BjS. : 179-181 X: m&imm : 

[0 2 7 7] mmms 7 

6-(2.4-v^7/Wd-n 73i^/W)-N-[6-[(l-t'n »; i^z=^ji^) 
[{b2 7 3] 




^H-NMR (CDCI3) 6: 1.81 (4H, m), 2. 3 7 (2 
H. t. J = 8.1Hz), 2. 54 
(4H, m) . 2.8 6 (2H, t, J = 

8.1 Hz), 3.18 (2H, s). 
6.3 7 (IH, s) , 6.9 3 ( 1 H, 
m) , 7.0 4 (2H, m) , 7.3 8 (1 
H, m) , 7.4 7 (IH, s) , 7.7 7 

(IH, s) , 7.9 1 (IH, m) 
8.13 (IH, m) , 8.2 4 ( 1 H. 
m) , 9.16 (1 H, s) . 
ytm^Vfm Cg^HaeFzNaOirLT 
ff-SLffi : C, 72.79; H, 5.66; N. 9.43 
^@^1I:C, 72.65; H, 5.52; N. 9.73 

M/^ : 169-170 x: m^Bitmm : w^m^^^/i^-i^-f 
mmmss 

4'-y'/V;d-n-N-[6-[(N. N-v^^ ^/^T ^ 7 ) ^/l^]- 
5.6,7.8-7^ h7fc KP-2--?-:7^U^/U][l,l'-lf>'a:^ 
/^]-4-;3&/P^=^f-^ K 
[^b2 7 4l 




XCr; 



e-r^y -2- (n. N-i^> ^/vt ^ y ) ;?« ^/wr h 9 y 

^H-NMR (CDCI3) 6: 1.41 (IH, id), 1.95 {2H, m), 2.2 
5-2.45 (3H, m), 2.36 (6H, s). 2.85-2.94 (3H. m), 
7.13 (3H, m), 7.30 (IH. m), 7.46 (IH, s), 7.59 (2 
H, m). 7.65 (2H, d, J = 8. 1 Hz), 7.74 (IH. s), 7.9 
3 (2H. d, J = 8. IHz). 



tfS[ffi:C. 77.58; H. 6.76; N. 6.96 
ltg^lt:C, 77.72; H, 6.49; N, 6.79 
Bj^ : 184-186 X: (jgfifkSJ^t : mm=^^Ji^- 

[0 2 7 8] nmm^ 

(+)-4'-7/V/:tn-N-[6-[(N, N-i;?p< ^yVT ^ /) 
>'l-]-5.6,7,8-r VyM Kn-2-^7^U::^/V][l, l'-tf:7 
3L:^;vyA-i3jV7f^^'f% K J3<tU5(-)-4'-7yV;^n-N 
-[6-[(N, N-i^;^ 'f'/VT ^ / ) 7< f-zl-l-S, 6. 7, 8-r h 7 

^% V 

mmms 8 -C»fc4* -7/U:^n-N-[6-[(N. N-v?;^ 
T^/)7<^/l-]-5.6,7,8-7^ hyfc Yu-Z'iryi^i^^ 

/W][l.r-l^:7:n:=:/W]-4-*>^P3p=^f-^ K (2. OOg) Sr=¥ 
yjV^yh. (^^-t/^ltCHIRALCEL CD 50iimiDX500iiiinL; 

n-^=^r1^y::iii$^y-/l/=85:l5) §r^V^fc5>Sa^P 
LClc:T3fc^3>SiJ*rfTV\ (+)(z^ (l.OOg; 99.8%ee). jSi 
U^(-)fl^ (0.89g; >;99.9%ee)Sr!^*t Lr#fco ^fltix 

/wJ:!9S)^fBLT. ^Mit-g^^c?:) (+)<*: (855mg)ib* itJ? 
(-)(* (754ing)^#fc. mt-g^^tOltiSEitSfiiWTOi: 

(+)-4'-7/V':tn-N-[6-[(N, N-v^y ^/VT ^ / ) 7 ^ 

/^]-5,6.7,8-T h^b Kn-2-^-:7^U=:/l/][l.r-lf7 

3:rl/^]-4-*/UJ^<^1^^ K 

tfcJgJt* : [ a ]d=+50. 8" C=0. 494%(^ J 

(-)-4'-y/^^n-N-[6-[(N,N-v^7^^/VT^/);^f' 

/^]-5,6.7,8-7" h^fc: Y'^'l'^y^ l^^/H[l.r-l:f:7 

3::=^yV]-4-;jt7/W/K:^i^^ K 

ltJ£3tS: [a]D=-51.2** C=0. 492%(>« iJ' / -/U) 
^%^9 0 

4' -iJ^ n n-N-[3-[(N, N-v^t^ ^/l^T ^ y ) p< ^/V]-2H- 
iJ^ny fyH[l, l'-lf:7:ii^/w]-4-;«7/W2}^:^l^^ K 
[{b2 7 5] 




##fiSJ 5 9 -t?#fc3-[ (N, N- v^y f-yUT ^ / ) ^ ^/W]-2H- 
iJrny>'-7-r^>-Srfflv>T. Hlfi^^l 1 i:l^«coSf^Sr 

5 r i: J: 19 . ^M^b^ife^^feo 
*H-NMR (CDCI3) 6: 2.23 (6H,s), 2.97 (2H, s), 4. 
79 (2H. s), 6.30 (lH.s). 6.96 (IH, d, J = 8. 1 H 
z), 7.13 (IH. s). 7.20 (IH. d. J = 8. 1 Hz). 7. 45 
(2H. d, J = 8.6 Hz). 7.56 (2H, d. J = 8.6 Hz), 7. 
66 (2H, d, J = 8.4 Hz). 7.74 (IH. brs). 7.93 (2 
H, d. J = 8.4 Hz). 

Wi^ : 199-208 t (Jgftfb^ftE : y^)V:z, 
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[0 2 7 9] 1116^9 1 

2' , i-'^y)Vi^^ -N-[3-[ (N, N-i^pt f-f^T 5 / ) / ^ 
/H-2H-^' cip« r^-T-'f 1'-K'7 3i=/V']-4-*/1'JK 

[{122 7 6] 




5 9 t?#fc3-[(N. N-i>p< f'/wr 5 / ) ^/W]-2H- 

^H-NMR (CDCI3) 6: 2.23 (6H, s), 2.97 (2H, s), 4.7 
8 (2H, s). 6.29 (IH. s), 6.80-7.10 {2H. m). 6.96 
(IH, d, J = 8.1 Hz). 7.13 (IH, s). 7.20 (lH.d, J = 
8.1 Hz), 7.40-7.50 (IH, m), 7.62 (2H. d, J = 8.4 
Hz), 7.76 (IH, brs), 7.92 (2H, d, J = 8.4 Hz). 
: 200-204 (j^^lk^lK : v'^T V ^ n f 

[0 2 8 0] 2 

4' n n-N-[6-[ (v'p' ^/I'T 5 y ) p« fM-l, t K 
u-X-^V'^ Ur^/W][l, l'-t*73i=^/'H-4-*;l'Jff=^f-5 

K 

[{IS2 7 7] 




##«r!|6 0-e#e>ixfc6-t(i^7'f--'l'r 5 y).>'f->'l']-7,8 

^H-NMR (CDCI3) 6: 2.34 (6H. s), 2.36 (2H, t, J=8. 
1 Hz), 2.80 (2H, t, J=8.1 Hz), 3.00 (2H, s), 6.38 
(IH, s), 6.94 (IH, d, J=7.8Hz), 7.21 (IH.t, J=7. 
8 Hz), 7.45 (2H, d, J=8.6 Hz), 7.56 (2H, d, J=8.6 
Hz). 7.61 (2H,m), 7.68 (2H, d, J=8.4 Hz), 7.97 (2 
H, d. J=8.4 Hz). 

: 193-195 "C m^imM : V^'o l^ywai— r 

%WS^Q 3 

4' -9 n n-N-[7-[ (i^^ ^/WT 5 / ) ^ f->'H-5, 6-i? t K 
xi-2-'fy9 \^=->^'\W, l'-br73i::^/V]-4-*>'l'SJ<^1>-5 
K 

\\\L2 7 8] 




6 1 -Ti'^hh^ltl-^iX^i- f'/^T 5 / ) p< /I'l-S, 6 
-v^t Kn-2-^-7^i/VT5:^Srfflv^-C, Hlfe^'lllil^ 

^H-NMR (CDCI3) «: 2.25 (6H, s), 2.34 (2H, t. J=8. 
1 Hz), 2.82 (2H, t, J=8.1 Hz), 3.00 (2H, s), 6.36 
(IH. s), 7.11 (IH, d, J=7.5Hz), 7.34 (IH, d. J=8. 
1 Hz). 7.38 (IH. s), 7.44 (2H, d, J=8. 4 Hz), 7.56 
(2H. d, J=8.4Hz), 7.66 (2H. d. J=8.4 Hz), 7.78 
(IH, brs), 7.97(2H, d, J=8. 4 Hz). 
mM. : 167-169 X: (M^imm : i^'f V^n 

[0 2 8 1] mMm9 4 

N-[6-(l-l^n y v7:i/W;<^/V)-7,8-t?fc Ka-2-f7^ 
W=^;H[1, 1'-li'^a:— yV]-4-*/Vd?^f-§. K 
U\:2 7 9] 




£Cro 



##W4-C#p5nfc6-(l-fD y i;=/WpJf-yV)-7, 8-:^ 
t Ko-2-:>-7^' i/VTS:/^:^^^-^ MMMl tm^^ 

*H-NMR (CDCI3) 6: 1.75-1.90 (4H, m), 2.34 (2H, t, 
J=8.1Hz). 2. 45-2. 60 (4H. m), 2.85 (2H, t, J=8. 1 

Hz). 3.18 (2H. s). 6.36 (IH. s). 7.02 (IH.d, J=8. 1 
Hz), 7.27-7.55 (5H, m), 7.63 (2H. d. J=7.3Hz), 

7.70 (2H, d, J=8.4Hz). 7.82 (IH. s). 7.94 (2H. d, 
J=8. 1 Hz). 

H-^^:C. 82.32; H, 6.91; N, 6.86. 

mfkm-.C, 81.99; H. 6.69; N. 6.91. 

miM : 176-177 (M&itmm : 'M V-fn f /Wai— 7^ 

)\d 

4'-7/P:«-n-N-[6-(l-f o !Ji;=/Wp«^/V')-7.8-:?t K 
ti-2-?-7^' U=/W][l. I'-lf 73:=/W3-4-*/V5H=¥-!)-5 
K 

(ft2 8 0] 
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^H-NMR (CDCI3) 6: L 75-1. 90 (4H, id). 2.35 (2H, t, 
J=8.2Hz), 2. 45-2. 60 (4H. m). 2.84 (2H. t, J=8.2 

Hz). 3.18 (2H, s). 6.36 (IH, s). 7.01(1H. d, J=8. 1 
Hz), 7.16 (2H. t, J=8. 1 Hz), 7.38 (IH, d, J=8. 1 H 

z), 7.48 (IH, brs), 7.56-7.61 (2H. m). 7.64 (2H. 

d, J=8.4 Hz), 7.83 (IH. s), 7.93 (2H.d. J=8.4 Hz). 

H-^MiC, 78.85; H, 6.38; N, 6.57. 
lliiia:C. 78.75; H, 6.39; N. 6.45. 

: 189-192 t m&imm : V-fxi l^/mi— r 

[0 2 8 2] %%m 9 6 
N-[6-(l-tf n y 'J^:=^)V:^ ^/^)-5, 6. 7. 8-r h 7 t Kd-2 
u:=:/i-3[l, r-k* 7x-A']-4-*/V3sK=^i>-^ K 
[{k2 8 1] 




iXTO 



#%t?(|5 5T-#btlfc6-(l-t'n U i^:^/^^ ^/W)-5, 6, 

'H-NMR (CDCI3) 6: 1.40-1.50 (IH. m), 1.80 (4H, 
m), 1.80-2.10 (IH, m), 1.80-2.20 (8H, m), 3.30-4.0 
0 (3H, m), 7.29 (IH, d, J=8.4Hz), 7.25-7.30 (IH, 
m), 7.30-7.55 (4H, m). 6.43 (2H, d, J=7.0 Hz). 7. 
70 (2H, t, J=8.4 Hz). 7.75 (IH, s). 7.94 (2H, d, J 
=8.4 Hz). 

tf»fli:C, 81.91; H, 7.37; N, 6.82. 
HifettiC, 81.53; H. 7.25; N, 6.86. 
: 144-146 X. iBiB\mm : v^-T V 

mmm9 7 

4* -7/V^n-N-[6-(l-b'n ]) iy=^;U:^ ^yV)-5, 6, 7, 8-r 
h7 Kn-2-^-:7^ I'-lf 7a:=:/V]-4-*/W 

Ut2 8 2] 




#%fi^j5 5•t?^#b^^fc6-(l-b'^ y v^:::iyU;»«f-/W-5. 6, 



^H-NMR (CDCI3) 6: 1.40-1.50 (IH, m), 1.80 (4H, 

m), 1.80-2.10 (IH, m), 1.80-2.20 (8H, m). 3.30-4.0 

0 (3H, m), 7.08 (IH, d, J=8. 1 Hz), 7.15 (2H, t, J 

=8.4 Hz), 7.30 (IH. d. J=8. 1 Hz), 7.44 (IH, brs). 

7.56-7.61 (2H. id),7.62 (2H, d. J=8. 1 Hz). 7.85 (1 

H, s), 7.92 (2H. d, J=8. 1 Hz). 

jL^^Vfm C28H29FN20ir LT 

tt»^t:C. 78.48; H. 6.82; N, 6.54. 

lie^{l:C, 78.18; H. 6.60; N. 6.60. 

WiJ^ : 185-189 t: (B^itrnm : yzfn t'/U:n-'r 

M 

[0 2 8 31 ^mm9 8 

4* n n-N-[6-(l-trn ]) ^/V)-5. 6, 7. 8-r h 

7 fc K o -2-^- 7 u [1. 1' * f 7 in :=:yv] -4-:* /w 4? 

[<k2 8 31 




#%«?»| 5 5 "C#6Hfc6-(l-t'n y ^/W)-5, 6. 

7,8-^ h^fc Kn-2-*t'7i5' UVT5:/S:fflV>T. 

^H-NMR (CDCI3) 6: 1.40-1.50 (IH. m), 1.80 (4H. 
m). 1.80-2.10 (IH. m). 1.80-2.20 (8H, m), 3.30-4.0 
0 (3H, m), 7.08 (IH, d, J=8. 1 Hz), 7.31 (IH, d, J 
=8.4 Hz), 7.43 (2H, d, J=8. 7 Hz), 7.45 (IH, s), 7. 
54 (2H, d, J=8.7 Hz). 7.64 (2H, d, J=8. 4 Hz), 7.80 

(IH. s). 7.93 (2H, d. J=8.4 Hz). 
7Z^^9rm C^sHagClNsOt 
nWmiC, 75.57; H, 6.57; N, 6.30. 
lli^1!i:C. 75.26; H. 6.68; N, 6.15. 
MjS. : 206-209 X: (j^fe^LgftE : V^n If/l.:^-^ 
/^) 



9 9 

4-(4-7/^:*-n :7 zc::^/W)-N-[6-(l-t'^ ^ i^^/V^ ^;W) 
K 

[{k2 8 4l 




##fiBj54-C»e>tLfc6-(l-t'n y S^-/Wp«^/W-7.8-S^ 
t Kn-2-^7^l^>^T^>' 50mg (0.22iinDol). t^yi^ 
V 35mg (0. 44inmol) Srr h^b Kn:7^V 3nillC^S? 
7k?&T. on^e?>^3i:^/W 38ing (0. 24mol) SrJD 

^fco io5>ffflai$s. si&?K*fi«iL. asftiici^^^ 
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y/U:i'Xiy x.=i/U\^^V i^y&Wt^ 57ing (0.26imnol). 
m^yi^Wtiti- h V ^M^y^^m 0. 066ml (0. 26iraDol) 4rin 

i:?i5fe# bX4- (4-7;w:t p :7 -N- [6- (i- y 

K 48ingSre&t&*i: LT^ffco 
^H-NMR (CDCI3) 6: 1.60-1.70 (2H. m), 1.79 (4H, 
m>, 1.80-1.90 (2H, m). 2.33 (2H. t, J=7. 8 Hz). 2.5 
1 (4H, m), 2.60-2.70 (IH, m), 2.80 (2H, t, J=7. 8 H 
z), 2.90-3.10 (2H, m), 3.16 (2H, s), 4.18-4.23 (2 
H, m), 6.32 (IH, s). 6.32 (IH, s), 6.92-7.09 (4H, 
m), 7.15-7.20 {3H, m). 

H/S : 182-185 t m^itmm : Vfn yd?va^-y^ 

[0 2 841 ^JS^lOO 

4-(4-:7/W:*-D:7 3:::^/V)-N-[6-(l-t"'n 1; v^r^/Wp^ ^/W) 

-7,8-v^b Kn-2-f u::^yu]-l-b'-<7v^>':^?/^^=^ 
D-^ K 

i J " 

^H-NMR (CDCI3) 6: 1.79 (4H, m), 2.32 (2H. t, J=7. 
8 Hz). 2.51(4H. m). 2.80 (2H. t. J=7.8 Hz). 3.13- 
3.16 (4H, m). 3.16 (2H. s), 3.63-3.66 (4H, m). 6.3 
0 (IH, s). 6.32 (IH. s), 6.88-7.08 (6H. m). 7.19 
(IH. s). 

Tt^^mm C26H3iFN40i: L-C 

ff»«[:C 71.86; H, 7.19; N. 12.89. 

mmU-.C. 71.68; H, 7.35; N, 12.65. 

BM : 179-181 "C (MMiimm : y 7*0 f /W^t-T' 

[0 2 8 5] rn^vii 0 1 

N-(4-:/o*7=c=/V')-6-[(t?p» ^;^r 5 / ) ^ '^M-i> 

Ut2 8 61 




CH, 



1) lcimSsi(D:^m (^-y't'fyif =i5:x=^— >3i^ 



X. 23(21) . 2965 (1993)) (Ci -g-^Ufce-yTZ-l- 
^h^nv 1.30g (7.59iiiiiiol)Sr> WISJ^ lOiDltftK 2 

OmlcOii-g-^^lr^ftlL., 120'C-C16BtW}t#Ufc, SPS 

•9-^(1 : l)-CJ!tr^LT, 5-:^^ y-5, 6. 7, 8-7^ h 7 1 
Ka-2-f7^'U'>'*/V'4?:^» 1. 10giS:6'fe*&*i: 

^H-NMR (CDCI3) 6: 2.15-2.23 (2H. m). 2.70-2.75 (2 
H, m). 3.04-3.07 (2H.iii). 8.01-8.03 (IE hi). 8.03 
(IH, s), 8.13 (IH, d. J=8.7 Hz). 

2) l)-C»e3nfe5-:tdf y-5,6,7.8-7' h7 t Ka-2- 
•f7 9 V^/-)] )Vi^V^\.mi (5. 26niDol) i:4->^n*T- 
!)y 0.90g (5.26iiiniol) SrfflV'T, %WiS^\ 

TN- (4-7' n ^ 7 1 =^/W) -5-;f ^ 7-5, 6, 7, 8-r f 7 t K 
n-2-:f-7^'u:^*/V:^^f-5 K 1.21g4-e6«&*i: b 

^H-NMR (Crcig) 6: 2.14-2.23 (2H, m), 2.69-2.73 (2 
H, m), 3.03-3.07 (2H,in), 7.48-7.58 (4H, m), 7.71 
(IH, d. J=8.1 Hz), 7.79(1H. s). 7.86 (IH. s), 8.12 
(IH. d, J=8. 1 Hz). 

3) 2) -e^ b ^^fcN- (4-7* P ^ 7 31 ::^/W) -5-:^-^^ 7 -5. 
6,7,8-Th7t Yu-2-i-y9\^^yi3)Vif^^^^ K 1.10 
g (3. 19iiiiDol) Sr^^pt =f-)Vit-)Vh.r 5 Kv?3if^/VT-fe^ — 

30ml(Cg«t. 4^M5D^iti5ELfco Sffli^Sr^Sl 
RiSai^/V'-Cgfe^U-C, N-(4-:/ia^7 3:=/l')-6- 
[(i?p< ^/WT 5 /) ;^ ^ y V]-5-;t=Sr 7-5, 6, 7, 8-7^ h 
7t Ko-2-^-7^'W'V*/V5)?^i^$ K 1.21g*Mfe«& 

*H-NMR (CDCI3) 6 : 2.80-2.87 (4H. m). 3.07 (6H. 
m), 7.46-7.72 (7H. m), 7.91 (IH, d. J=8.4 Hz), 8.5 
3 (IH, s). 

4) h yr-fe h^i'fc VaX^o^-r h y l?.^* 398mg a. 87 
mmoDSr, tKJ^^T, SSl40mltx h7t Kn77i^ lOml 

nn-^mmmf^X^. 3)-C^#f>rtfcN-(4-7n^7ni::^ 

/w)-6-[ (i^p< f-zwr $ / ) ^ y X >']-5-;e-=^t- y-5, 6. 7. 

g_7^ l^yt Ki3-2-?-7^Wi^*/V5}?=^r1f-5 K 500iiig 
(1.25inDiol)S:*D;t, l^lHl«tl*bfco SJ^iffiSr^fflT^ 

^SifSU. ^@!felr2-7^n/-?/-;P 50ml ^»n;t. * 
?feT^ 7K^'fli*^7^-:>-b y t^A 142mg (3. 75nmol) «rJP 

ig:^hy i^3i^/v**a^4^j«U Jirfiie 

«:«ffiLfc. SlStl^g^^ 20inli:«fiiS 20nil<DS^^ 

70"C-C5BfPfljtj^Lfc. WSGm.^9M\^. 
^Si^(^4^;t*®S^ii-thy !?A7k^igE. I^SSa^^/WS: 

n-r hj/77-<-(SM^S« : IISe:"^^/V)J- 
TiffiSSL, ^fflti^Sri^-i'yT'ntVi'^t— -r/u-Ci^^U 
mmit-^m 234ingSrefe*&*t L-rftfci. 
^H-NMR (CDCI3) 6: 2.26 (6H. s), 2.38 (2H. t. J=8. 
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1 Hz), 2.89 (2H, t. J=8.1 Hz), 3.02 (2H. s), 6.42 

(IH, s), 7.10 (IH. d, J=8.6Hz), 7.47 (2H, d, J=8. 

9 Hz), 7.55 (2H. dJ=8.9Hz), 7.61 (IH, s), 7.62 

(IH. d, J=6.7 Hz). 7.76 (IH. s). 

TC^^Wffi CaoHsiBrNgOt UT 

tfiLtt:C, 62.35; H, 5.49; N, 7.27. 

Hg^H :C, 61.98; H, 5.43; 

N, 7. 0 7. 

iK;S : 1 7 5 - 1 7 9 t m&itmm : i^-f y^ti 

10 2 8 6] 102 
6-[(>^^ ^/UT ^ y ) ^ ^/W]-N-(4' -7/1^:^ n [1. 1' - If 
73i::::;W]-4-^/l/)-7,8-i;ffc K n -2-^-7 
=^1^^ K 

tft;2 8 71 




mSem 0 l-C#?>ttfcN-(4->^P-^73i:=:>r^)-6-[(i^ 
y ^^UT ^ y ) 7^ f^/w]-7, t K n -2-^7 ^5^ >':^;w 
7K=^f-^ K 170mg (OAimml) tA-y/^:tuy:^=z,/V'^, 
r2>^ 74mg (0.53n]niol) ^^V^T. Hffi^JlStl^^CO 

'H-NMR (CDCI3) 5: 2.27 (6H, s). 2.39 (2H. t, J=8. 
4 Hz), 2.91(2H. t, J=8.4Hz), 3.02 (2H. s), 6.43 
(IH, s), 7.09-7.16 (3H. m), 7.52-7.73 (8H. m), 7.8 
1 (IH. s). 

Bj^ : 200-204 t: m&imm : V \fjV:TL-7^ 



10 3 

2',4'-i^:7>rU:tn-N-[6-(l-tf n J? 

i^t Kn-2-'^7^^ i^^/uJEl, r-lf:73i::^/w]-4-:^;W2R 

l{hi2 8 8] 




#%«Hj54-C#e>tlfc6-(l-t:^n y v^^nyvy ^/W)-7. 8-i^ 
t Kn-2-':h7i5^uyr^>^S:fflVN-C. SlJgeSltl^^ 

^H-NMR (CDCI3) 6: 1.75-1.90 (4H, m). 2.36 (2H. t, 
J=8. IHz), 2. 45-2. 60 (4H, m), 2.85 (2H, t, J=8. 1 

Hz), 3.18 (2H, s), 6.36 (IH, s). 6. 92-7. 03 (3H. m), 
7.36-7.45 (2H, m), 7.48 (IH, s). 7.62 (2H, d. J= 



8.4 Hz), 7.78 (IH, s). 7.94 (2H, d. J=8.4Hz). 

tf»ffi:C. 75.66; H, 5.90; N, 6.30. 
Hg^ffiiC. 75.36; H. 5.92; N. 6.10. 

: 165-167 (jg^fbSiSE : V:fxi Ifywai-f^ 

10 2 8 7] mmm 1 0 4 

N-[3-[ ( ^/WT ^ y ) y ^/W] -2. 3- fc K o -1. 4-^ 
V>^i/;d-:^ i/:^-6->f /I'] [1. 1' - If 7 31 ^yu]-4-:<7/w4?* 
■9-5 K 
I{b2 8 9l 




CH, 



##0»J 6 2 -C#?>*tfcN. N-i^7< ^;U-N-[(7-T 5 J -2. 3- 

^H-NMR (CDCI3) 6 : 2.33 (6H, s), 2.48-2.66 (2H, 
m), 3.93-3.99 (IH, m). 4.27-4.31 (2H, m), 6.86(1H, 

d, J=8.6Hz), 7.03-7.07 (IH, m). 7.31-7.32 (IH. 
m), 7.37-7.49 (3H. m), 7.62 (2H, d, J=7.0Hz), 7,6 
8 (2H, d, J=8.4Hz), 7.76 (IH, s), 7.91 (2H, d. J= 
8.4 Hz). 

H-^ffi : C, 74.21; H, 6.23; N, 7.21. 

: C, 74. 17; H, 6. 23; N. 7. 01. 
B/^ : 124-126 t (t^&imm : i^-T ^Z^ti tf/VJi-'r 



110 5 

4' _^ p o -N-[3-[ (v^y ^/VT 5 / ) y 3-v^ fc K 

n-1.4-^V>^i^3|-:^v/V-6->r/V][l, l'-tr7 3i::^/W]-4 

Ub2 9 0] 




6 2 ?>HfcN. N-i^^ f'/WN-[(7-T 5 / -2. 3- 
i^fc Kn-1, 4-^vy v'>'-2-></U) ^ ^/W]T 5 

^H-NMR (CDCI3) 6: 2.33 (6H, s), 2.50-2.67 (2H, 
id), 3.94-4.01 (IH. m). 4.28-4.31 (2H, m), 6.86 (1 
H. d. J=8.7Hz). 7.03-7.06 (IH, m), 7.31 (IH, m), 
7.44 (2H, d, J=8.4 Hz), 7.55 (2H, d, J=8. 4 Hz), 7. 
65 (2H, d, J=8.1 Hz), 7.67 (IH. s). 7.91 (2H, d. J 
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=8.1 Hz). 

: 158-159 t: m&imm : y:fx2\f 

[0 2 8 8] mt&M 1 0 6 

n - 1 . 4-^ y ^ :^ •"»'-6->r /V] [ 1 , 1 ' - If 7 a: -4 
[<t2 9 11 




iXrT 



6 3 -C^ettfcN, (6-T 5 / -2. 3- 

5tSi: LT#fc. 

^H-hMR (CDCI3) 6: 2.34 (6H. s). 2.46-2.67 (2H. 
m). 3.94-4.01 (IH, m), 4.28-4.34 (2H, m), 6.91 (1 
H. d, J=8.6 Hz). 7.02-7.05 (IH, m). 7.30 (IH, m). 
7.44 (2H, d, J=8.4Hz), 7.55 (2H. d, J=8.4Hz), 7. 
66 (2H, d, J=8. 1 Hz), 7.70 (IH, s). 7.92 (2H, d, J 
=8.1 Hz). 

Ttm^^m C24H23ClN203iLT 

nW-U-.C, 68.16; H, 5.48; N, 6.62. 
lll!ilt:C, 68.09: H, 5.29; N, 6.57. 

: 215-217 tJ (^Aimm : VfnM 

/1/31— r/p) 
%WS^ 1 0 7 

2* , 4' -i?7/V:tn-N-[2-[ f-/vr $ 7 ) ^ f'/W]-2, 3 
Kn-l,4-'<Vi/i?:t=¥-»'-6-^'/W][l. I'-tT^a: 
=;^]-4-:*/'^^}?d^•^^5 K 
l{b2 9 21 




##fi?y 6 3 t?»e>tlfcN, N-i^p« ^/WN-[(6-T ^ /-2, 3- 

^H-Wl (CDCI3) 6: 2.34 (6H. s). 2.50-2.63 (2H. 
m), 3.94-4.01 (IH, m). 4.28-4.34 (2H, m), 6.91 (1 
H, d. J=8.6Hz), 6.91-7.03 (3H, m), 7.30 (IH. m), 
7.40-7.50 (IH, m), 7.61 (2H, d, J=8. 1 Hz), 7.69 (1 
H, s). 7.92 (2H, d,J=8.1 Hz). 

C24H22F2N203i: UT 



tfaffl:C, 67.91; 
C, 67.75; 



H, 5.22; N, 6.60. 
H, 5.09; N, 6.48. 



: 209-210 t m^\m^ : V^fxi \f 

[0 2 8 9] mmm i o 8 

6-(4-^OD:7airi/V)-N-[2-(l-b'n ]) 
2, 3- t K o - 1 , 4-< y i^;a- ^ :/-6->< /W] =J ^ V 
K 

[<l:2 9 3l 




#%^?9 6 4 ■C#e>^^fcl-[(6-T ^ /-2, 3-v?t Kn-1. 4- 

xmzo 

^H-NMR (CDCI3) 6: 1.81 (4H. m), 2.50-2.63 (4H, 
m), 2.75-2.77 (2H, m), 3.90-4.10 (IH, m). 4.30-4.3 
6 (2H, m), 6.91 (IH, d, J=8.6 Hz), 7.00-7.10 (IH, 
m), 7.26 (IH, m), 7.48 (2H, d, J=8.6Hz), 7.72 (1 
H, s), 7.81 (IH, d, J=7.8Hz). 8.01 (2H, d, J=8.6 
Hz), 8.20-8.25 (IH, m), 9.10 (IH. s). 
Tn^^tffH C25H24ClN303i:LT 



H, 5.38; N, 9.34. 
H, 5.46; N. 9.11. 



f\'Wm:C, 66.74; 
*i^«:C, 66.66; 
BM. : 218-220 t 

mmm i o 9 

N- [3- [ (i^ ^ ^Jl^T ^y)^ i'M -2H-^u;i y^7-^ )V\ 
-4*-7/V:tn[l.r-lf73i::i;W]-4-*;1^3e?=3^f-^ K 

[fk2 9 4l 




5 9 T#fc3-[ (N, N-v?;^ f^yUT ^ / ) ^ ^/W]-2H- 
^'n^y-7-T^^^Srfflv>"C. HISW t i^^t^Sfef^Srtr 

^H-NMR (CDCI3) 6: 2.23 (6H, s), 2.97 (2H, s), 4.7 
9 (2H, s). 6.30 (IH, s), 6.96 (IH, d, J=8. 1 Hz), 
7.13-7.22 (4H. m). 7. 56-7. 61 (2H, m), 7.65 (2H. d, 
J=8.4Hz), 7.78 (IH, s), 7.92 (2H, d. J=8.4Hz). 

Ttm^^U C25H23FN202t bt 

tf»tt: C. 7 4. 6 1 ; H. 5. 7 6 ; 
N, 6. 9 6. 

mmm: c, 74. 35 ; H, 5. eS ; 

N, 6. 74. 

: 192-195 X: m^itm^ : VT^n t:^ 
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[02 90] mmmi 1 0 

4' - ^ n n-N-[3-[ ( v?^ ^/l-T ^ / ) ^ ^/^]-3, t K 
ti-2H-^ n p« :x-7-^yU] [1. T - tT^ 3i::i/^]-4-*/V'*^ 

lit2 9 5] 




#%M6 5-e#??ixfcN-[(7-T^7-3,4-i;^l: Kn-2H- 

^H-NMR (CDCI3) 6: 2.26 (6H, s), 2.27 (3H, m), 2.4 
7-2.51 (IH, m), 2.83-2.89 (IH, m), 3.82-3.86 (IH, 
m), 4.28-4.32 (IH. m), 7.04 (IH. d, J=8. 1 Hz), 7.1 
2-7.18 (2H, m), 7.44 (2H. d. J=8.4 Hz), 7.56 (2H, 
d. J=8.4 Hz). 7.67 (2H, d. J=8.4 Hz), 7.71 (IH, 
s), 7.93 (2H, d, J=8.4 Hz). 

mmm i i i 

4' P n-N-[6-[ (i;^;?« ^/WT ^ / ) ^ ^/WS-/ ^/W- 
7, 8-i^ t Kn -2-^-:7 [1. 1' - tf 7 3:r:>rU]-4-* 

[{1:2 9 61 




##C^J 6 6 T#?5ttfc6-[(v^;^ ^^'UT ^ / ) ^ ^/V.]-5- 

^H-NMR (CDCI3) 6: 2.09 (3H. s). 2.27 (6H. s). 2.3 
1-2.37 (2H, m). 2.74-2.79 (2H, m), 3.08 (2H. s), 
7.27-7.30 (IH, m), 7.44-7.48 (4H. m). 7.56 (2H, d, 
J=8.6 Hz). 7.67 (2H. d, J=8.4 Hz), 7.79 (IH. s). 
7.95 (2H, d, J=8.4 Hz). 
Ttm^Vrm Ca^H^^ClNgOi: UT 
tfSffiiC. 75.25; H. 6.31; N. 6.50. 
ll»ffl:C. 74.86; H, 6.20; N. 6.42. 

: 199-204 X: m^im^ : y^n 
[0 2 9 1] m^w 1 1 2 

4' n P-N-[6-[ (^^^ f-/wr ^/)^ ^/W]-5-:iif-/W 
7,8-i^t Kn-2-^>'^^ l^^^/l'lCl, 1' -K'7 3:^/U]-4-* 

[{t;2 9 7] 




j:^yW7,8->?t K^-2-:^7i5^^'yT^>'^fflV^T. H 

^H-NMR (CDCI3) 6: 1.09 (3H, t, J=7.5Hz). 2.27 (6 
H. s), 2.31-2.37 (2H.m), 2.60-2.63 (2H, nO. 2.71- 
2.76 (2H, m), 3.08 (2H, s), 7.31 (IH, d, J=9. 2 H 
z), 7.43-7.49 (4H. m), 7.56 (2H, d, J=8.7Hz), 7.6 
7 (2H, d, J=8.6 Hz). 7.80 (IH, s), 7.94 (2H. d. J 
=8.6 Hz). 

7i.m^9fm CasHagClNgOt LT 

tfgffiiC. 75.57; H, 6.57; N. 6.30. 

lli^ffl:C, 75.41; H, 6.34; N. 6.23. 

IKyS : 201-204 t (^^Bimm : i^-f V :/n 

mmmi i 3 

4''^x2u -N-[6-[ (-^T^ ^>'VT ^y)/ ^/v]-5-^ y -f^ 

/^-7, 8- t K D -2-:^ 7 Ujh/V] [1, r - tf 7 3: -4 
[{fc;2 9 8] 




-<y>^^/W7,8-v^t Kn-2-':^:7^'U'>'T^ V«rfflV> 

^H-NMR (CDCI3) 6: 0.90 (6H, d, J=6.4 Hz). 1.73-1. 
78 (IH, m), 2.23 (6H,s), 2.34 (2H, m), 2.50 (2H. 
d. J=7.3Hz), 2.74 (2H. m), 3.13 (2H, s), 7.26-7.3 
0 (IH, m), 7.45-7.48 (4H, m), 7.56 (2H, d. J=8. 7 H 
z). 7.67 (2H. d, J=8.4Hz). 7.79 (IH, s). 7.94 (2 
H, d, J=8.4 Hz). 
TL^^mm C3oH33ClN20t LT 
|fS[{t:C, 76.17; H. 7.03; N, 5.92, 
HS^ffiiC, 75.91; H, 7.19; N, 5.72. 

: 159-162 1 m&imm : yyu\f 

[0 2 9 2] %WS^ 1 1 4 
4' -9 n n-N-[5-^ ^/U-6-(l- 'J f"/V')-7. 8 
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l{b2 9 9l 




^H-NMR (CDCI3) 6: 1.79 (4H, m), 2.11 (3H, s), 2. 
30-2.40 (2H, m), 2.54(4H, m), 2.74-2.79 (2H, m), 
3.28 (2H, s), 7.26-7.30 (IH, m), 7. 45-7. 48 (4H, m), 
7.56 (2H, d, J=8.6Hz), 7.67 {2H, d. J=8.4Hz), 
7.81 (IH. s),7.95 (2H, d, J=8.4Hz>. 
mM. : 190-192 t: {^Mmm : Vf^^^ 

%%m 1 1 5 

N-[5-p< ^/I'-e-a-lf n y ^/W)-7. 8-i^b Kn- 

Ub3 0 0l 




^^m6 9-T?#ibtt/c5-^^/W6- (l-t°n y v^n/V;;^ 

lfe^?yli:P«^7>Sfef^«r^T5::i:^-J:'9. ^Mjb-a^feSrW 

fee 

^H-NMR (CDCI3) 6: 1.78 (4H. m), 2.10 (3H, s), 2.3 

5- 2.40 (2H, m), 2.53 (4H, m), 2.70-2.78 (2H, m). 
3.28 (2H, s), 7.26-7.28 (IH, m), 7.40-7.50 (5H, 
ra), 7.62 (2H, d, J=7.0 Hz), 7.70 (2H, d, J=8.4 H 
z), 7.87 (IH. s), 7.94 (2H, d, J=8. 4 Hz). 

MM. : 169-170 1 m&imm t° 
[0 2 9 3] i a 

6- (4-p< h^i/:7a:;:i;^)-N-[5-^f-yV-6-(l-fc"n y 
/U;^^/V)-7,8-i^t Yu-2"ry^ Uri/V]:=^3^>^T^ 
K 

l^b3 0 11 




6 9 T#??iX5^c5-^ ^/W6- (l-t*u y v^::^/Vp< 
f-yP)- 7,8-v^t Ku-2-'^:7:^u>'T^>'^:fflV^T. * 
^E«li:i^«^gfe^^^^T5r^:^c:J:9> ^S^k-a^^iSr* 

^H-NMR (CDCI3) 6: 1.78 (4H, m), 2.09 (3H, s). 2.3 
5-2.40 (2H, m), 2.53 (4H, m), 2.70-2.77 (2H, m), 
3.27 (2H, s), 3.88 (3H, s), 7.01 (2H. d, J=8. 9 H 
z), 7.26 (IH, d, J=8.9 Hz), 7.45-7.47 (2H, m), 7. 
75 (IH, d, J=8.4Hz). 7.95 (IH, s), 8.01 (2H, d, 
J=8.9Hz), 8.18-8.21 (IH, m), 9.09 (lH,in). 

jtmm^ c29H3iN302t ur 

tfSffirC, 76.79; H, 6.89; N, 9.26. 

*ifeffi:C, 76.46; H, 6.64; N, 9.09. 

: 165-167 t: {m^simm : V^fxi t' 

/W:r.— x/l^) 

%mm 1 1 7 

4'-^ n n-N-[5-v/Ty-6-(l-t*n y v^::^/^^^ ^/^)-7, 8 
-v?b Kn-2-^-7i5' U:=^;U] [1, 1* -fc*y'3i::i;V]-4-*yV 

I>fb3 0 2l 




7 0 -C#e>^^fc6-T ^ /-2-(l-fc''n y i^z^}V^ ^ 
/W)-3,4-i;^l: Kci-l--^7^ U'>'*/V7Sc:i b y/Vt4'-:^ 

p n [1, r-if :7nin/u]-4-:*;^^>'S?^fflVNr. 

^HNMR (DMSO-dg) 6 1.73 (4H, m). 2.50 (4H, m), 2.5 

6 (2H, m), 2.82 (2H, m), 3.49 (2H, s). 7.32 (IH, 

d, J = 9.0 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.56-7.8 

7 (6H, m), 8.07 (2H, d, J = 8. 4 Hz), 10.40 (IH, 
s). 

FABMS(pos) 468.2 [M+H] + 

: 191-192 X. (3^^\tmk : 

[0 2 9 41 18 

N-[5-ixry-6-(l-b*D y v>:=./^y^yP)-7,8-v^b Kn- 
l'^y^yy^)V\\X, r-lf7ai:=^/V]-4-*yV3i^^f-^ K 
[<b3 0 3l 
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CN 



##fi^7 0T-^e>ttfc6-75 y-2-(l-f n y v?::iyw^^ 
M-3.A-i?t. U'V^/v-j}?::^ h yywt [1. r 

'H NMR (DMSO-dg) 61.81 (4H, m), 2.62 (6H, m), 2.8 
8 {2H, m), 3.56 (2H, s), 7.41 (2H, m), 7.46 (3H, 
m), 7.64 (2H, d, J = 6.9 Hz), 7.73 (3H, m), 7.88 
(IH, s), 7.95 (2H, d, J = 8. 1 Hz). 
FABMS(pos) 434.2 [M+H]+ 

: 168-170 X: (m&mm : V^n \f 

/l^ai— f /U) 

wsm 1 1 9 

3-:/n ^-N-[6-[ ( v^p« ^/WT ^J):^ ^/W]-5, 6, 7, 8-r 
[fk3 0 4] 

6-T ^ J -2- (N, N- v^p« ^;vT ^ y ) p< f-ywT" hy])yt 

^H NMR (DMSO-de) 6: 1.31 (IH. m), 1.89 (2H, m), 
2.17 (6H, s), 2. 17-2. 35(3H, m), 2.77 (3H, m), 7.04 

(IH, d, J=8.4Hz). 7.49 (3H, m), 7.79 (IH, d, J=8. 
1 Hz), 7.94 (IH, d, J=7.8 Hz), 8.13 (IH, s), 10.20 

(IH, s). 

[0 2 9 51 mm&i 1 2 0 

N-[6-[(v?;^f-yVT^y)y^>'W]-5,6,7,8-r h^b Kp 
lfb3 0 5l 




.CH, 



CH, 



mmmi 1 9'^#t)tifc3-7^n^-N-[6-[(e;^p«^/i/T^ 

y);^^/V]-5,6,7,8-T hyt Kn-2-^>^i$' 

^HNMR (DMSO-dg) 6: 1.43 (IH, m). 2.02 (IH. m), 
2.21 (IH, m), 2.42 (lH,m), 2.81 (6H, s), 2.88 (3H, 
m). 3.09 (2H, m), 7.06 (IH. m), 7.42-7.65 (6H. 
m). 7.78-7.95 (4H. m), 8.22 (IH. s), 10.27 (IH. 



s). 

FABMS(pos) 385.2 [M+H]+ 

: 145-148 1: m&imm : gm=^^J\^~i^ 
^y:/Pt:Vw:3:-'r/w) 

mmmi 2 1 

N-[6-[(v?p<^>'VT^ y)p<^/W]-5,6.7.8-x h^fc Kn 
y ^ Uzz./]^] -2' , 4* -i^y/U:tx2 [hl'-YfyoL n/V] 

Hksoel 




CH, 



6-T^/-2-(N.N-i^;^^yVT^/)p«^/Vr h^y 

2*. 4* - 7 D [ 1 . r - If 37 31 ^/V] -4-:«7 /V^^ i& 

^H NMR (CDCI3) 6: 1.41 (IH, m), 1.94 (2H, m), 2.2 
5 (6H, s). 2.23-2.30 (3H. m), 2.86 (3H, m). 6.96 
(2H. m), 7.09 (IH, d. J=8. 1 Hz). 7.30 (IH. m). 7.4 
3 (2H. m). 7.61 (2H. m). 7.76 (IH, s). 7.93 (2H. 

m). 

gfcy^ : 162-163 t: miBimm : 
^yT'nlf/Ucc-T"/^) 

[0 2 96] 22 

N-[6-[(v^p« ^/vr ^ y ) ^ ^/^]-5. 6, 7, 8-x h 7 t Kn 
-2-^:7^ u^/wl-lH-^f >- K-/V'-2-*yw:?J?*f-^ K 
[fk3 0 7] 



-OX 



,CH, 



6-T5/-2-(N.N-'S^p<^/^T5/)p«^/W-r hyV^^tl 

^H NMR (DMSO-dg) 6: 1.32 (IH, m). 1.91 (2H, m). 
2.16 (6H, s), 2. 16-2. 35 (3H, m). 2.78 (3H, m). 7.06 

(2H, m), 7.21 (IH, m), 7.44 (4H. m), 7.66 (IH. d. 

J=8. 1 Hz), 10.05 (IH, s). 11.68 (IH. s). 
FABMS(pos) 348.2 [M+H]+ 

: 190-192 X: m^mm : 

mmm 1 2 3 

N-[6-(v^;?< ^/i^T $ y )-5, 6. 7. S-'rhyt Kn-2-^7 
^u::i/i'][l.l'-tr:7iiir:/i/]-4-:;(;/WjK^1^^ K 
[{b3 0 8l 



-93- 




##«aj7 2-C#^tvfc:N-(6-:t*y-5.6,7,8-r }-7 t K 
1' -f 73l=/^]-4-*/^3X^i^ 5 
K (lOmg, 0. 029iniDol) i: . 2MS->'>f-/V'T5 VWr h 
9t Kn77:^?S!J0? (0.146011, 0. 293mi«ol) 
7^b7tKn77V (1 : 1) (0.5ml) (C^ID;!, 5 

hJJT-feh^i^t Kt3*:i?®E-?-hy (31mg. 0. 146in 

/w) \cx<omn{^x. mmit-^m (i.emg) ^#fc„ 

NMR (CDCI3) 6: 1.68 (IH. m). 2.27 (IH, m), 2.4 
0 (6H. s). 2.78 (5H. m). 7.11 (IH, d. J=8. 1 Hz). 
7.32-7.50 (5H, m). 7.62 (2H, m), 7.72 (2H, d,J=8.4 
Hz), 7.78 (IH, br), 7.94 (2H, d, J=8.4 Hz). 
FABMS(pos) 371.2 [M+H]+ 

[0 2 97] mmm 124 

N-[4-[(E)-2-(4.5-i;'t Kn-IH-^ 5; yy-/W-2-^/'W) 
SLy-^/U] y:r.=^)V\ [1. 1' -If 7 3:-/W]-4-*/VjHdr'>T 

5 K mm. 

ni:3 0 9l 




^nm 7 5 T?# e>nfeN-[4- [ (e) -2->t / a^x^/v] y 

a:=/V][l, l'-tr73:=i>'V']-4-*/V4?''F-S^T5 K (250m 
g, 0.771iiiiiiol) (n^^ /—A'WSiW(^. 10. lN:fi'fk7K^ 
-ai^y-yugfK OOml) «rSa-eJP;t, IB^Mlt*^ 

;t. 3i^l/'>'i?T5>' (0.155inl, 2.31iiiniol) 4r^ja-C 

fc, rji,5r;^:?/'-/MJ:^)8UlN:i[K (4ml) SrAP;t 

iSrSP^, ^m'C^m (I24mg)«rilfei|»*i: t-C#fc. 
^HNMR (DMSO-de, 7 9 -:i:S) 5: 3.33 (4H, m), 6.6 
1 (IH, d, J = 16.8 Hz), 7.15 (IH, d, J = 16.8 Hz). 
7.52 (5H. m), 7.83 (6H. m). 8.07 (2H, d. J= 8.4 H 



z). 

Ttmrni^ C24H21N3O • HCl • 1. SHaOt UT 
tf^ffi:C. 66.89; H. 5.85; N. 9.75. 
l|gltt:C. 67.16; H. 6.10; N. 10.03. 
%WSi 12 5 

N-[4-[2-(4,5-i^t Kn-lH-'T 5y:/->'^-2-'1';^)3lr 
7x:=/l/] [1, 1' -If 7a=/W]-4-*>'WJj^=Jr->T 5 K 



I-flSS 10] 




JgJfe^l 2 4-?#e>iXfcN-[4-[(E)-2-(4.5-i;t Fn-IH 
-'f 5 y y — /W-2-^ /V) J^X^-'H 7 3: =7W] [1. 1' - Vf 7 
31 =./!'] -4-*>'l'#^v'T$ K tfiK^ (80mg, 0. IQSmnio 
1) ^.j^i^y-zHSffl^tc, 10% ^^y'y'-^J^-^n (200 
mg) ^r»D;t, TK^^aare 0'C-C2B#Ffljtj$Ufc, S4 

'^3L^l\'Zi.-y-)\'^niL. ^mc^m (52mg) €r«lfel& 

^H NMR (DMSO-dg) 6: 2.73-2.97 (4H, m), 3.37 (4H, 

s). 7.24 (2H, d. J = 8.4 Hz). 7.46 (3H, m). 7.76 
(6H, b). 8.08 (2H, d, J = 8.4 Hz). 

FABMS(pos) 370 [M+H]* 

1 0 2 9 8 1 nmrn i 2 e 

4-^^ a D-N-[2-[ [6-[ (S^pJ '^/I'T 5 / ) p< ^-'V']-?, 8-e? 
t Kn-2-^-7^' I'-zHT^ >']-2-:t#y3i^>'l']'^i^ 
XT 5 K 
nii3 1 1] 



^HNMR (DMSO-de) 6 : 2. 18 (6H, s), 2,21 (2H, m), 
2.71 (2H. m). 2.91 (2H,s), 4.05 (2H, d, J=5. 6 Hz), 
6.30 (IH, s), 6.98 (IH, d, J=8. 1 Hz), 7.36(2H. 
m), 7.58 (2H, d, J=8.4Hz), 7.92 (2H. d, J=8. 4 H 
z), 8.94 (IH, t, J=5.6Hz), 10.00 (IH, s). 
FABMS(pos) 398 [M+H]+ 

Sl!^ : 168-171 t (iSfi^b^Ji ^-MV^f^ tVU 

[0 2 9 91 %im\ 2 7 
4' 'i^ P P-N-[4-(3-l^^y i;?:=:/V;«;/V7S:=i/U) 
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[its 1 2] 




1 ) #%04 7 7 -C#e>Hyttert-:?^^/V' 3-(4-T 5 / 

n [1, r 7 ai-/i.]-4-:3?7>'U2}?:/KSrffli^T. HiS^] 1 

t mm(omi^^n o^t\cxo. ten-y^^/i- 3-[4- 

[[(4' -^uu [1, l'-tr7i:=^/l']-4->f /W)*/W2K::^/l']T 
FABMS(pos) 519.2 [M+H] + 

2) 1) "e#bJxfctert-:/^/U 3-[4-[[(4'-i5^nD[l, 
1' - tf :7 a: n/U] -A'^ /U) * /UtK::^/^] T ^ / ] '< >^-f 

v^^^;?7/W7}f=^i/l/— h (lOOmg. 0. 193iinno 
1) {C4SS^iL7k^-g^g^:3if'/w (1ml) $rJP;t. m 

-T^/V-^iOx.. ^mit'^^ (73.3mg) SrSgfet&^t LT 

NMR (DMSO-dg) 61.56 (IH, m). 1.82 (2H. m), 2.0 
2 (IH, m), 2.89 (IH. m), 3.05 (IH, m). 3.33 (2H. 
m). 3.90 (IH. m). 7.58 (2H. d. J=8.1Hz), 7.8I(2H, 
d. J=8. IHz), 7.88 (2H, d. J=8. IHz), 8.03 (4H, m). 
8.11 (2H. d. J=8.1Hz), 9.04 (2H. br), 10.73 (IH. 
s). 

FABMS(pos) 419.2 [M+H]+ 
: 222-225 X: (^«) 
I 0 3 0 0 1 mWi 12 8 
4' n p 'N- [4- [ t K P =^ y (3- 1:"^ ]) v^^/W) p< 

[its 1 3] 




##«?«7 8-e#e>iXfc tert-y^/W 3-[[4-[[(4' -^^ n 
n [1, V-\fy:i:. ^;W]-4->r /V) ;«7/U7}fn/W] T ^ / ] 7 
:=^y^] ( b K D :3|f v^) p« ^/v] - 1 - tf^ y >- * /V ^ 
-h (lOOmg, 0. 192mmol) 4S5£i&{fc7K^-SK:s^^ 
/i- (Iml) S:*Px.. mM«(c^«Sr«lETe*Ufco 
^^(cv?^yynfcVw:3^-x/wSrlnix. ^Jafk-g'^ (7 

9.8mg) ^«lfe«&*i:Lr#fCo 
FABMSMS(pos) 421.2 [M+H] + 



H/Sl : 195 t (»») 
1 2 9 

[4'[[(4' -^5^ n n [1, 1' -tr7ii:^/W]-4-></V);5;/W7}?::i 
/U] 7 ^ y ] 7 31 ^yw] (3- y v^::i/U) ^ ^/U T-fex- 

l{k3 14l 




11 2 8'T?»e>^^fctert-:/^;V 3-[[4-[[(4'-:^^n 
n [1. r - tf 7 en -4-^ yv) * ;V3Kc=./i/] T ^ y ] 7 31 
:=:yi-] ( fc K o S/) ^yv] -1- ^ y V? ^ i/ u 

— h (366mg,.0.702mmol) <?5B^K^JK (3. 5inl) lCfi?5S 
^ (0.0562nil) S:JD;t. ^S-C 1 6«FPaa^ Lfco 

^^n^hi^77^- (JgHSiSE;B^K^5^/i^-p«^'y- 

y^=3 : 1) icii^WSfbT. i;^-f yT'nl^/Um^r/V 

ir-r5::t(^<t9 mmit^m (2l0ing) S:#fco 
FABMS(pos) 403.2 [M+H] + 
iK;!^ : 200-203 t: 

[0 30 11 ^ifi^ 1 3 0 
N-[4-(3-l^-< y i/:^/Wy ^/V^) 7 [1, r - If 7 31 

;w]-4-;&yW/1?=3E^f-^ Kl 
I^k3 1 51 




• MCI 

##«?!I8 o-e#?5nyctert-y^yi- 3-[4-[([i, r-tr7 

a: jiL/w] -.4->f yU/-K T ^ y ] ^ V i^yv] -1- V 
i^>:^/u^^i^\y-h (lOOmg. 0.2i2imnol) (;::4«;£J6S 
(2ml) SriOx.. 2^ffl«J;iSaE^« 

i^m^i'^:it\ci:9^mit^m (79ing) ^#fco 

FABMS(pos) 371.3 [M+H]+ 
Bj^ : 218-220 t (5>») 

HJSfiaj 1 3 1 

4' -7yW:tn-N-[4-(3-t:*^y v?:=.yM ^yw) 7 a: :=^yv] 
[l,r-br73:::iyw]-4-;&yV'2K^f-^ K 
[^k3 161 
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• HQ 

^^ms 1 -e#?>tLfctert-7'^/W 3-[4-[[(4'-7>'W;*- 

n [1, 1' -f7 ai-^wl-W/u) :*;v#=^yw]T 5 / 
v^/Vj-l-t'^^y /W;)?^?-^^^— h (150mg, 0. 307iiioi 

oi) icAM'S.mtt.m-mm^f-^^ Omi) sr;!)P;t. 2^ 

-r/wSrJD^, mm<t^«lb (115mg) Sr«fi*&*i UT 

FABMS(pos) 389.3 [lil+H] + 
: 205 

(030 21 132 
4' _^ o n-N-[4-(3-f^ V ^/W) 7 a: =^M [1, 

l'-t'7 3:=./v]-4-;<;yV5}^df-i^5 K 

[fl23 1 7] 




• Ha 

##W8 2T*#e>tL/t tert-:/^/W 3-[4-[[(4' a a 
/l^l-l-t'-^P i^>'*/^2}?=^ri^l^— h (150mg, 0.297nmo 

1) \c4m'^mt7i^m-mm=^i^^^ (3mi) s:*nx. 2^ 

— 7^;vSrJD;t> SM^b^^ (73.3mg) ^«fe)|5&*<!r 

FABMS(pos) 405.2 [M+H]+ 
iSt^S : 200 
ll:ffi0IJ 13 3 

N-[7-[(i?pt ^yuT 5 y ) ^ ^/Wl-S. t Kn-3-=afy 
lJ=/w]tl. ^-tr73l=>'^]-4-*>'^JJ^4r1^5 K 
[{bs 1 81 




##«»|8 6-e#P>ixfcN-[(3-T5/-5.6-i?t Kn-7-=Sf- 
/ y ci/V) f^/W]-N. N-i^;^ f^/WT S V t [1, 1' - If 7 1 



NMR (DMSO-dg) 6 2.16 (6H, s), 2.29 (2H, t, J=8. 
1 Hz). 2.84 (2H, t, J=8. 1 Hz), 2.98 (2H, s). 6.40 
(IH, s), 7.42 (IH, m), 7.51 (2H. m), 7.76 (2H. d, 
J=7.2 Hz). 7.84 (2H, d. J=8. 1 Hz). 7.97 (IH. s). 
8.06 (2H, d. J=8.4 Hz), 8.65 (IH, s). 10.39 (IH. 



s). 

PABMS(pos) 384.2 [H-^H]+ 

: 202-203 "C 
[0 303] mi&m 1 3 4 
4' -i' n n-N-[7-[ (i?p< ^/WT 5 / ) p« t K 

y^/HCl. l'-tr73i-/l']-4-*/WJJ?drf-5 K 

im 19] 




^*«?!|8 6T*^ie>tlfcN-[(3-T5: y-5,6-v^l: Kn-7-df- 

^HNMR (DMSO-de) 6: 2.17 (6H. s), 2.31 (2H. t, J= 
8.1 Hz), 2.85 (2H. t,J=8.1 Hz). 2.99 (2H, s), 6.41 
(IH, s), 7.57 (2H, d, J=8.4Hz), 7.81 (2H, d, J=8. 
4 Hz), 7.86 (2H, d, J=8.4Hz), 7.98 (IH, s), 8.08 
(2H, d, J=8.4Hz). 8.66 (IH, s), 10.41 (IH, s). 
FABMS(pos) 418.2 [M+H]+ 
: 220-222 X: 

mmm 1 3 5 

4' P P-N-C6-[(4-7t ^/Wl-lf-<7 v?:=^/W) ^ ^/V]- 
7,8-:^fc Kn-2-^-7^ i^^Mlh r-lf:7 3:;^/U]-4-:^ 

[^1:3 2 01 




,jccro.. 



CH3 



#%^J 5 6 -C#fc4* n P-N-[6-(^ n n ^ ^/^)-7, 8- 

IH-NMR (CDC13) 6 : 2. 30 (3H, s), 2.25-2.50 (lOH, 
m), 2.83 (2H, t. J = 8. 1 Hz), 3.07 (2H, s), 6.35 
(IH, s), 7.01 (IH, d, J = 8. 1 Hz), 7.36 (IH, d, J = 

7.8 Hz), 7.44 (2H, d, J = 8. 4 Hz), 7.51 (IH. s). 
7.55 (2H. d, J =8.4 Hz), 7.66 (2H, d, J = 8.4 Hz), 

7.84 (IH, s), 7.93 (2H. d, J = 8. 4 Hz). 

: 220-222 X: (^^imm : X h 7 t Ko :7 

[0 3 041 1 3 6 

4' - iJ^ p p -N- [6- [ [ ^ [2- ( 1- fc*^ V t^^/V) ^ 

T ^ y ] p< f-/w]~7, 8-i^ t: K 0-2-^7 ^ Ixin/V] [1, V - 

lf7 3ir^/V]-4-:*/W*=¥f-^ K 
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Ut3 2 1] 




O 



##«?y 5 6 T^fc4' P n-N-[6- (^uu^ ^yW)-7, 8- 

^H-NMR (CDCI3) 6 : 1.72-1.77 (6H. m), 2.25-2.36 
(2H, id), 2.27 (3H, s), 2. 52-2. 63 (8H, m). 2.84 (2H, 
t. J = 8.0 Hz), 3.08 (2H. s). 6.35 (IH, s),7.01 
(IH, d, J = 8. 1 Hz), 7.38 (IH, d, J = 8. 1 Hz), 7.4 
4 (2H, d, J = 8.4 Hz), 7.49 (iH, s). 7.55 (2H, d, 
J = 8.4 Hz), 7.66 (2H, d, J = 8.4 Hz), 7. 83 (IH, 
s), 7.93 (2H. d. J = 8.4 Hz). 

: 165-167 t: iS^^^\mWk : 7^ h 7 t Kd 7 
^^rf-v) 

%mi 1 3 7 

4* '9 n n-N-[6-[[;^ b ^/V) T ^ / ] ^ f-M'l. 

8-t^t Vn-2'^yff\y='M [1, 1' -tf 7i:=:/V]-4-*/l^ 

Ub3 2 2] 




CH3 



5 6 -T?#/c4' - ^ P P-N-[6-(i5^ n n y ^/W)-7, 8- 
v^fc lx:=:yw][l,r-t'7ai;:^/W]-4-;j«7/U.-K 

^H-NMR (CDCI3) 6 : 2.41 (2H, t, J = 8. 1 Hz), 2.61 

(3H. s), 2.86 (2H, t,J = 8. 1 Hz). 3.37 (2H, s). 
3.52 (3H, s), 6.39 (IH, s), 7.03 (IH, d J =8. 1 H 
z), 7.36 (IH, d, J = 8.1 Hz). 7.44 (2H, d, J = 8.4 
Hz), 7.53 (IH, s), 7.55 (2H, d, J = 8.4 Hz), 7.66 
(2H. d. J = 8.4 Hz), 7.83 (IH, s), 7.93 (2H. d, J 
= 8.4 Hz). 

MMs : 190-192 t: (feS{b»«E : HfK^^/^-ii- 

[0 3 0 5] *l£0yi3 8 
4' - ^ n n-N-[6-[[4-(l-lf^ 1? 
/W]y^/W]-7,8-i^fc Vn'-2-i-y^ l^^/^][l,l'-tr7 
a.::^/U]-4-*/V2K=^i?-^ K 

[fbS 2 31 




o 



##«?9 5 6 T#fc4' -^J^ n n-N-[6-(^ n n p< ^/W)-7, 8- 

*H-NMR (CDCI3) 6 : 1.45-1.96 {12H, m), 2.29-2.34 
(3H, m). 2.57 (4H. s).2.83 (2H. t, J = 8. 1 Hz), 2. 
96-3.03 (4H, m). 6.32 (IH, s), 7.00 (IH, d,J = 8.1 
Hz). 7.38 (IH. d. J = 8.1 Hz). 7.44 (2H. d, J = 
8.4 Hz), 7.50 (IH, s), 7.55 (2H, d, J = 8. 4 Hz), 
7.66 (2H, d, J = 8.4 Hz), 7.86 (IH, s), 7.93 (2H, 
d, J = 8.4 Hz). 

mM. : 232-234 t (igfiftSiSE : mSt^^^J^-n- 
^^rf-y) 

w^m 1 3 9 

6-(4-7;V'::d-n:7 3i^/V')-N-[3-(l-t'n y i^n/M ^/i^) 
-2H-i5^ n;^ >'-7-r/^]::^=»^yT ^ K 
[fb3 2 4l 




jOXO 



8 7 -C?#yt3-(l-brn y i^:=./W;^ ^/U)-2H-:J^ n 

^H-NMR (CDCI3) 6 : 1.70(4H,s). 2.43 (4H. s), 3.12 
(2H, s), 4.73 (2H, s), 6.37 (IH, s), 7.03 (IH, d, 
J = 7.8 Hz), 7.29-7.40 (4H. ro). 8.15 (IH, d, J = 

8.4 Hz), 8.22-8.39 (3H . m), 9.15 (IH. s). 10.40 

(IH. s). 

Mj^ : 233-235 t: (fefiib^jSE : 7^ h 5 t K n 7 
y^- n-^^i^^') 

[0 3 0 6] mmmi 4 0 

4->^n^-N-[6-(l-tfo ]) i^^/l^p«^/P)-7,8-v^t Kn- 
2-i'yifiy=^M^>:<r^ K 
[its 2 51 




##«^54T#fc6-(l-fcfc2 ]) i^:=^/Uyi^M-7,S-i^yi K 
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^H-NMR (CDCI3) 6 : 1.79 (4H. s), 2.35 (2H, t. J = 
8.1 Hz), 2.52 (4H. s), 2.83 (2H. t. J = 8. 1 Hz). 
3.17 (2H, s), 6.35 (IH, s), 6.99 (IH. d, J =8. 1 H 
z). 7.34 (IH, d. J = 8.1 Hz), 7.43 (IH, s), 7.60 
(2H, d. J = 8.4 Hz), 7.72 (2H, d. J = 8.4 Hz), 7.7 
6 (IH, s). 



H,C-0' 

8 7 T?#fc3-(l-krn U f"yv)-2H-i' o :f 

^H-NMR (CDCI3) 6 : 1.70 (4H, s), 2.44 (4H, s). 3. 
12 (2H, s), 3.84 (3H,s), 4.73 (2H, s). 6.37 (Ift 
s), 7.03 (la d. J = 8.1 Hz), 7.09 (2H. t. J= 8.7 
Hz), 7.29 (IH, d, J = 8.4 Hz), 7.31 (IH, s), 8.07 
(IH, d. J = 8.7Hz), 8.16 (2H, d, J = 8. 7 Hz), 8.32 
(IH, d, J = 8.4 Hz), 9.12 (IH. s).10.34 (IH. s). 

tf^lSiC, 73.45; H, 6.16; N, 9.52. 

73.02; H, 6.27; N, 9.33. 
MM.: 243-245 t: {.^SkVcMm: 7^h7tKo7 

[0 3 0 7] 11160a 1 4 2 
4-(4-7/l^:ro7=::^>'V)-N-[3-(l-fn !) i^^/W;' -9^/V) 

-2H-^' n ^ -y-l-^ fvy\-\f^\i i^y^/HJ^^f-? K 

Uk3 2 7] 




##0!1 8 7 t?#fc3-(l-f n y f-yV)-2H-^' n ;>« 

i/.?-^ 5 v-Sr/BVN-r. *lS0tJ 9 9 t |^«^^«f^S^^T 5 

^H-NMR (CDCI3) 6 : 1.69- 1.91 (8H. m), 2.49 (4H. 
s). 2.70 (IH, t, J = 12.0 Hz), 2.97 (2H, t, J = 1 
2.0 Hz), 3.12 (2H, s). 4.19 (2H, d, J = 13.0Hz), 
4.76 (2H. s). 6.26 (IH, s), 6.37 (IH, s), 6.82-7.0 
3 (5H, m), 7.16 (2H, dd, J = 5.4, 8.4 Hz). 
iSvS: 176-178 (igfifkJgSSE : mm^f-^-'-^ 

1 4 3 

N-LS-d-li'n y =i-/V)-7Sr^ n :^ y-7-^ )V\ [1, 

l'-K'73i=>'W]-4-*-'VJK^i>-? K 



a^Si: 135-137 t: {.^hm-m-. B1f»3i^/W-n- 

^:^M^y) 

Hffi^lJ 1 4 1 

6-(4-pi fdfi/7a.=./W)-N-t3-(l-fo y i^r^/Upt f^/l') 
-2H- CI V-7-f /V] =• 3 f - 5 K 
[<l:3 2 6l 




libs 2 8] 




##0ij 8 7 -C#fc3-(l-l^n y -:^=i/Vp« f-;V)-2H-i' n i- 
y-7-T 5 v«rffl v>-C, %im 1 fc lHl«©lftf^«:tT 5 r 

^H-NMR (CDClg) 6 : 1.79 (4H, s), 2.50 (4H, s), 3. 
15 (2H, s). 4.81 (2H,s). 6.30 (IH. s). 6.95 (IH. 
d. J = 8.1 Hz), 7.13 (IH, s), 7.20 (IH, d, J= 8.1 
Hz). 7.39-7.50 (3H. m). 7.61-7.70 (4H. m). 7.82 (1 
H, s), 7.92 (2H. d, J = 8. 1 Hz). 
m^: 198-200 (i^fi-ftig^E: i^K^^/>) 

[0 3 0 8] imfsiw^ 

N-[6-[(N-'<Vi^;V-N-^ ^/VT 5 / ) ^ ^/^]-7, 8-5^t 

Yxi-i-fy 9 vz^tvyti -y )Vi^xi [i. i'-t'7x=-/w]- 
4-*>'^#^1^5 K 
3 2 9 1 




8 8 -X?#fc6-[ (N-O' v?^^-N-p< ^/V'T 5: ^ ) 
/W]-7,8-:^t K^-2-•^-7^'^>'T5i^S^fflV^T, ^ 
^ 1 1 IS«o|ftf^Sr^T 5 w t {c J: •? , Wl5-g^S:# 

^H-NMR (CDCI3) 6 : 2.20 (3H, s), 2.38 (2H, t, J = 

8.1 Hz). 2.85 (2H, t,J = 8.1 Hz), 3.09 (2H, s), 

3.52 (2H. s). 6.39 (IH. s). 7.02 (IH. d, J =8. 1 H 

z), 7.13-7.66 (13a m), 7.84 (IH, s), 7.93 (2H, d, 
J = 8.4 Hz). 

143-145 "C GfeS^H^SIE : I^K^i^/W-n- 

--^E■^^i^) 
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m^m 14 5 

7.8- v^t yti-Z-'ty^ \^^/\^nh l'-lf:7a:r:/U]-4-A 
[{k3 3 0l 




' H 

MS m/z 494.4 (MH*). 

[030 9] 11%^ 1 4 6 
4'-[[[6-(l-t'n U i^^>rM^/w)-7,8-i^t Kn-2-f7 
^ Ur:/V]T $ [1, r -tf 7 3::=:/W]-3-:«; 

t<b3 3 U 




MS m/z 481.4 (MH*). 
*J6W 1 4 7 

3-[4'-[[[6-{l-fc*n y'^:r/Up«^;V/)-7,8-v^b Kn-2- 
■f 7 ^ T^y ] :3t7/W:«:=i/U] [1, 1' - tf 7 ai r:/l/]-4 

Hl:3 3 2] 




0 

##^j54-C»fc6-(l-lf'o y i^c^/wy ^/U)-7, 8-v?t K 

MS m/z 481.4 (MPT). 
[0310] mM9i 1 4 8 

P-2-:^7^^ U-^/l-ltl, l'-lf7 3i::::>rV']-4-:«7/WjS:^1^:^ 

K 



[ft3 3 3] 




##«?!|54T#^6-(l-t^n y v^n/Vpt ^/w)-7. 8-v^fc K 
n-2-:^7^^UVT^^^*ffiV>T. lll£«ltl^«0«fe 

'H-NMR (CDCI3) 6: 1.80 (4H, m). 2.36 (2H, t, J=7. 
8 Hz). 2.52 (4H. m),2.86 (2H. t, J=7.8Hz), 3.18 
(2H, s). 3.87 (3H. s), 6.36 (IH. s). 7.00-7.03 (3 
H, m). 7.26 (IH. m). 7.38 (IH, d, J=8.3 Hz). 7.49 
(IH, s), 7.58 (2H, d, J=8.6Hz), 7.67 (IH, d, J=8. 
2 Hz). 7.78 (IH. s). 7.90 (2H, d, J=8.2Hz). 
TC^^^fli C29H3oN202t UT 
tt^ffirC. 79.42; H. 6.89; N. 6.39. 
HS^ffirC, 79.21; H. 6.88; N, 6.35. 

Bj^ : 187-188 (m&imm : mm^^^i^-i^-f 

*1£«914 9 

6-(4-7/P:^n >'a:::^/P)-N-[6-[(l-t:*n y 
/W]-7,8-v?t h*^-2-i'y^ iy:=^/U]zz.zi^yT^ K 
[fk3 3 4l 




##«?ij54T»fc6-(l-b'n y i;^n>ri.^ ^yl.)-7, 8-v^fc K 

^H-NMR (CDCI3) 6: 1.81 (4H. m), 2.36 (2H, t, J= 
8.1 Hz). 2.53 (4H, m),2.86 (2H, t, J=8. 1 Hz). 3.18 

(2H, s). 6.37 (IH, s), 7.03 (IH. d, J=7.8Hz), 7. 
16-7.30 (3H, m). 7.47 (IH. s), 7.77-7.82 (2H. m), 
8.06 (2H, dd, J=8.9, 5.3 Hz). 8.25 (IH. dd. J=8.4. 

2.2 Hz), 9. 11 (IH, d, J=2.0 Hz). 
7t»^mm C27H26FN30<h LT 
tfgffi:C, 75.85; H. 6.13; N. 9.83. 
HKffliC. 75.71; H. 5.93; N, 9.75. 
Bt^ : 225-227 (^fi^b^SS : ftK^^/U-v?^ 

[0311] m^m 150 

6-(4-^^/W73i::i/V')-N-[6-[(l-tf n V 
[its 3 5] 
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^H-NMR (CDCI3) 6: 1.81 (4H, m), 2.36 (2H, t, J= 
7.8 Hz), 2.43 (3H, s),2.53 (4H, m), 2.86 {2H, t, J 
=7.8 Hz), 3.19 (2H, s), 6.37 (IH, s), 7.02(1H, d, 
J=8.7 Hz), 7.25-7.39 (3H. m), 7.47 (IH, s), 7.82 
(2H, m). 7.96 (2H, d, J=8. 1 Hz). 8.23 (IH. dd, J= 
8.1, 2. 3 Hz), 9.12 (IH, d, J=2.3Hz). 
St^ : 235-236 ^ (»*^t® jK : 
yyn fcV^oi— 7^/1^) 
%WS^ 1 5 1 

N-[6-[(i^7^ ^/VT ^ / ) ^ ^/W]-7. 8-v^b Kn-2-f :7 
I{k3 3 6] 




4 1 60 2 ) -^#^6-1 (N, N-i^p< ^/VT 5: / ) p« ^ 
/V]-7,8-v^b l^^/T^V^rfflV^T. 

^H-NMR (CDClg) 6: 2.25 (6H. s). 2.34 (2H, t, J= 
8.1 Hz), 2.86 (2H, t, J=8. 1 Hz). 2.99 (2H, s), 6.3 
5 (IH, s), 7.03 (IH, d, J=8.1 Hz), 7.17 (2H,id), 7. 
26 (IH. m). 7.39 (IH, d. J=8. 1 Hz). 7.47 (IH. s), 
7.78 (IH, d. J=7.2Hz). 7.83 (IH. s), 8.06 (IH, d 
d, J=8.4, 6.7 Hz). 8.25 (IH. d. J=6. 7 Hz). 9.12 (1 
H, s). 

im^Vx^ C25H24FN30t LT 
tt^tt:C, 74.79; H. 6.03; N. 10.47. 
llg^{t:C, 74.74; H. 5.95; N, 10.24. 

: 216-219 t: (^S{bM^« : Wk^^f^^- 

[0312] %W\ 152 
6- (2, 4-i>:7;U:t n y in :=~;V) -N- [6-[ (v? 7« ^/VT ^ / ) 
;^^/l^]-7,8-i^fc Kn-2--t-:7t$^ U:=:/U]:=^=3^>'T^ K 

Hk3 3 7] 




#*^J4 102) T*#fc6-[(N.N-v^^f-;VT^/)^5^ 
;v]-7,8-v^t: Kn-2-:^7i$' UVT ^ >'Sr^V>T. 

fco 

'H-NMR (CDCI3) 6: 2.25 (6H. s), 2.34 (2H. t, J=8. 
1 Hz). 2.85 (2H. t, J=8. 1 Hz), 3.00 (2H, s). 6.35 
(IH, s). 6.90-7.06 (3H. m), 7.39 (IH. d, J=7. 8 H 
z). 7.47 (IH. s). 7.80-7.90 (2H. m), 8.10 (IH. dd, 
J=15.3, 8.8 Hz), 8. 23 (IH. dd, J=8.4. 2.3 Hz), 9.1 
5 (IH, d, J=1.7 Hz). 
7£^^«ftt CasHaaF^NsOt LT 
ttSffi:C. 71.58; H, 5.53; N. 10.02. 

: C. 71.50; H, 5.49; N, 9.61. 
iSt^ : 162-163 (^fsfb^^ : "Sm^^^^-'y^ 

•mm 1 5 3 

6->^nin;P-N-[6-(l-b'n y ^/U)-7. 8-i^ t K 

[^k3 3 8] 




xxro 



##t?fj54-C»fc6-(l-t:''P !J i;^:=i>'Up<f-/U')-7. 8-v^ t K 
^-2-^7^?U>'T^>'S^fflV^T. 1 i l^«S<^«fe 

'H-NMR (CDCI3) 6: 1.81 (4H, m). 2.36 (2H, t, J=8. 

1 Hz), 2.53 (4H. m).2.85 (2H. t, J=8. 1 Hz), 3.18 
(2H. s). 6.37 (IH. s). 7.02 (IH, d, J=8. 1 Hz). 7.3 
7-7.53 (5H. m). 7.83 (IH. d, J=8. 1 Hz). 7.86 (IH. 
d, J=6.2 Hz), 8.04 (IH, s). 8.06 (IH, d, J=l. 7 H 
z), 8.24 (IH. dd. J=8.4, 2.4 Hz). 9. 13(1H, d. J=2. 

2 Hz). 

immm. Cg^Hg^NaOi: L-C 
H-SLffitC, 79.19; H, 6.65; N. 10.26. 
II®^«:C, 78.93; H, 6.65; N, 10.19. 

: 186-187 ^ : g^S?^^yV- v^^ 

[0313] mmm i s 4 

6-(4-^ h^t/y^^::^/W)-N-[6-(l-t"P }) i^^/^^?^ 
Hb3 3 9l 
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'H-NMR (CDCI3) 6: 1.80 (4H. m), 2.36 (2H, t, J=8. 
1 Hz), 2.52 (4H, id),2.84 (2H, t. J=8. 1 Hz), 3.18 
(2H, s). 3.88 (3H, s), 6.36 (IH. s), 7.02 (3H. m). 
7.37 (IH. d. J=7.5Hz), 7.47 (IH, s). 7.78 (IH, 
d, J=8.1 Hz), 7.79 (IH, s), 8.03 (2H, d, J=8. 5 H 
z), 8.20 (IH, d, J=8. 1 Hz), 9.08 (IH, s). 
m& : 219-220 t im&imm : 

mmm 1 5 5 

4-(4-p«^/u:7:3:-/i.)-N-[6-(l-t^n ]) i^^;v^^/W)- 
7,8-v^t Kn-2-^-:7^ u=^/v'\-i-\:'-<]) 
f-^ K 
[{k3 4 0] 




##^54-C#fc6-(l-l:f n ]) ^/W-7, 8->?t: K 

n-2-f7i5'U>-T^>'SrfflV^-r. ^Jfet?*] 9 9 1 

^H-NMR (CDCI3) 6: 1.64-1.92 (8H, m), 2.29 (2H, 
m), 2.32 (3H, s). 2.51(4H, m), 2.64 (IH, m). 2.80 

(2H, t, J=7.8Hz), 2.97 (2H. dd, J=13. 1, 10.7 H 
z), 3.15 (2H, s), 4.19 (2H, d, J=13. 1 Hz), 6.32 (1 
H, s), 6.35 (IH, s), 6.42 (IH. d. J=7.8Hz). 7.06- 
7.20 (6H, m) 

7C^5JWffi C28H35N3O • 0. SHgOt UT 
ft^fil:C. 76.67; H. 8.27; N. 9.58. 
Sli^ffirC, 76.72; H, 8.03; N, 9.36. 
ffi^ : 197-198 t m^Bimm : glFg^^^/V- 

[0 3 14] |l%«^15 6 

4-:7iiin/WN-[6-(l-l^n y i^n/V;^ f-/V)-7, 8-v^t: K 
n-2-'t>'i$^U:=./V]-l-l^-iy K 

Ht:3 4 1] 




#%«!l54T*#fc6-(l-l:fD U v^r./l/7«^/^)-7,8-^:;^fc K 

^H-NMR (CDCI3) 6: 1. 72-1. 94 (8H, 

m) , 2.3 2 (2H, t, J=8. 1 H 
z) , 2.5 0 (4H, m) , 2.7 2 (1 
H, m) . 2.8 0 (2H, t, J =8. 1 
Hz) , 2.9 9 (2H. d d, J = l 3. 
4, 1 0. 6 Hz) , 3.16 (2H, 
s) , 4.2 1 (2H, d. J = l 3. 4 H 
z) , 6.3 2 (IH, s) , 6.3 4 (1 
H, s) , 6. 93 (IH. d, J = 8. 4 

Hz) , 7. 07 (IH, d, J=8. 1 
Hz) , 7.2 0- 7.3 5 (6H, m) . 
iK^: 1 8 4-1 8 6 t (jefaib^at : ftffi^^ 

%m^ 1 5 7 

4-(l,3-^V>^i/;t-^y— /W5-^/W)-N-[6-(l-lfn y 
^/^7«^/W)-7.8-v^t Ko-2-^P^^ l/-— /l-]-l-lf--^y 

[<b3 4 2l 




#%fi?ij54T#fc6-(l-t'*n y v?:^/W^^/W)-7.8-v^b K 
o-2-?-:7i$^U>'T^y«rffiV>T, |li£0»J9 9 

^H-NMR (CDCI3) 6: 1.61-1.88 (8H. m), 2.31 (2H, t, 
J=8. 1 Hz). 2.51 (4H,in), 2.59 (IH, m), 2.62 (2H, 

t, J=8.1 Hz). 2.94 (2H. dd, J=13. 1. 11.2 Hz), 3.15 
(2H, s), 4.18 (2H, d. J=13. 1 Hz). 5.93 (2H. s), 

6.31 (IH, s), 6.44 (IH, s). 6.64-6.77 (3H, m). 6.9 

2 (IH, d, J=8.1 Hz), 7.07 (IH, d, J=8. IHz). 7.19 

(IH, s). 

ia^s : 149-150 X. m^\m^ : 

[0315] HJfiM 1 5 8 
4-(4->^/W:;d-n7 3::=iyW)-N-[6-(l-l^o y v^::^/^^ "J-jV) 
-7.8-S^fc Kn-2-t':7>5^U::^/V']-3,6-i^t: Kn-1(2H)- 

[<k3 4 3] 
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Slf^«rtT 5 r t ct 9 . ^S^l:^«3«r#yS:o 
^H-NMR (CDCI3) 6: 1.79 (4H, m), 2.32 (2H, t, J=8. 
1 Hz), 2.50 (4H, m), 2.59 (2H, brt), 2.80 (2H, t, 
J=8. 1 Hz), 3.17 (2H, s). 3.74 (2H, t, J=5.7Hz), 4. 
15 (2H, d. J=2.5 Hz), 6.00 (IH. brt). 6.32 (IH. 
s), 6.32 (IH, s),6.94 (IH, d. J=8. 1 Hz), 7.00-7.32 
(6H, m). 

tfSjt:C. 75.15; H, 7.01; N, 9.74. 

3I»^S:C. 75.09; H. 6.93; N. 9.77. 

St^ : 206-207 X: (^Sft^ii : ftSftai^/V- i^xf 

y^u bVw:3i— ^r/V) 

^mm 1 5 9 

A'{4'^ n T3 7iii:=:/l/)-N-[6-(l-trn JJ ^/V)- 
7, 8-S^ fc K n -2'^ y ^ -3, 6-i? t K n -1 (2H) - 

[fb3 4 4] 




##«il54-C»yt6-(l-t"n y v^^/U;^ ^/^)-7, 8-^t K 
n-2-'t:7^u^T^ v^ffli^T. 3IM^(19 9 i:|^«<7) 

^H-NMR (CDCI3) 6: 1.79 (4H, m), 2.32 (2H, t, J=8. 
1 Hz), 2.50 (4H, m), 2.59 (2H, brt), 2.80 (2H, t. 
J=8. 1 Hz), 3.16 (2H, s), 3.73 (2H, t, J=5.6Hz), 4. 
15 (2H, d, J=2.8 Hz), 6.06 (IH, brt), 6.30 (IH, 
s), 6.32 (IH, s),6.93 (IH, d, J=7.8Hz). 7.09 (IH, 
d, J=7.8 Hz), 7.21-7.31 (5H, m). 

Tim^mm c27H3oCiN30tbT 

tf»fi:C. 72.39; H, 6.75; N, 9.38. 
Mfk^iC, 72.19; H. 6.75; N, 9.19. 
Sl^ : 217-218 ^ m^imm : f^^:^^/U--M 

[0 3 16] mMmi 6 0 
4-(4-:J^nn>^a:n/w)-4-l: Kn:3rV-N-[6-(l-t:'n ]) 

I{k3 4 5] 




##«?954-^#)^c6-(l-t"n V i^:^/l^/^/l^)'7.B-y\i K 

n-2-^7i$^u>'T^>'5:fflv>T. mmm9 9 tm^<o 

^H-NMR (CDCI3) 6: 1.79 (4H, m), 1.80 (2H, m), 2.0 
4 (IH, dd. J=13.1, 10.8 Hz), 2.06 (IH, dd, J=13. 1, 

10.8 Hz), 2.31 (2H, t, J=7.8Hz), 2; 50 (lH,brs), 
2.51 (4H,m), 2.79 (2H, t, J=7.8 Hz), 3.15 (2H, s), 

3.41 (2H, dd,J=12.6, 10.8 Hz), 4.00 (2H, d, J=12. 
6 Hz), 6.32 (IH, s), 6.37 (IH, s), 6.93 (IH, d, J= 
8.1 Hz), 7.05-7.42 (6H, m). 

ia^ : 181-182 x: m&itmm : mm=^^/^-i^^ 
mmm i e i 

4-(4-7^^/^7ai::^/U)-N-[6-(l-b*a ]) ^/:=-;V:^^^V)- 
Yxi-i-^y 9 \^=^)V\-%^-^Jyi Kn-i(2H)-f 

[|b3 4 6l 




##«?«54"C»fc6-(l-fc*n y K 
Wf^^rt 5 <!: iCct t) . mM\t^mmMz.. 

^H-NMR (CDCI3) 6: 1.79 (4H, m), 2.32 (2H, t, J=7. 

8 Hz), 2.35 (3H, s), 2.50 (4H, m). 2.61 (2H, brt), 
2.80 (2H. t, J=7.8Hz), 3.16 (2H, s), 3.73(2H. t, 
J=5.7Hz), 4.15 (2H, d, J=2.8Hz). 6.03 (IH, s), 

6.29 (IH, s), 6.32 (IH. s), 6.93 (IH, d, J=8. 1 H 

z). 7.07-7.30 (6H, m). 

: 199-202 t: (JjSS^k^SSE : ftg&^^/W-i^^ 

[0317] 1 6 2 

6-(4-^ p n:7airi/i.)-N-[6-(l-lf'n y ^^n/u>« ^)V)- 
7,8-v^k Kn-2-^7^l^::^/W]r:3^:xT5 K 

l^b3 4 71 




X5XO 
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^H-NMR (CDClg+DMSO-dg) 6: 1.80 (4H. m). 2.32-2.58 
(6H. m). 2.86 (2H, t,J=8.0Hz), 3.18 (2H, s). 6.3 
6 (IH, s). 7.01 (IH. d, J=8.4 Hz), 7.48 (2H, d, J= 
8.4 Hz), 7.49 (IH, m), 7.59 (IH, s), 7.83 (IH, d, 
J=8.4 Hz), 8.04(2H, d, J=8. 4 Hz), 8.35 (IH, dd, J= 
8.4, 2.2 Hz), 9.25 (IH, d, J=2.2 Hz). 9.42 (IH, 
s). 

ytm^Vfm CsvHseClNaOt LT 
tt^M:C, 73.04; H, 5.90; N, 9.46. 
Hg^ffliC, 73.11; H, 5.71; N, 9.20. 

: 252-253 X: (jfeSjkSjSE : Blf»^^/W-i^^ 

mmm i e s 

N-[6-[ (v?;^ ^/VT ^/)^ 8-v? h Kn-2-^-7 

^ U;=./l.]-6- (4-.?« f-zu^ a: ^yu) n =2 f - 5 K 
Uk3 4 8l 




4 1(0 2 ) ■e#fc6-[ (N, N-i^p« ^/WT ^ / ) p« 

1 1 l^«ofiif^ 5 w t ic i 9 . ^S^k-g^^feiSrft 

^H-NMR (CDCI3) 6: 2.25 (6H, s), 2.34 (2H, t. J= 
8.1 Hz), 2.43 (3H, s),2.85 (2H. t, J=8. 1 Hz), 2.99 

(2H. s), 6.34 (IH, s). 7.02 (IH, d, J=8. 1 Hz), 7. 
31 {2H, d, J=8. 1 Hz), 7.39 (IH. d. J=8. 1 Hz), 7.46 

(IH, s). 7.81 (IH, d, J=8.4Hz), 7.87 (IH, s). 7. 
96 (2H, d, J=8. 1 Hz), 8.22 (IH, dd, J=8.4, 2. 3 H 
z). 9. 11 (IH, d, J=2.3 Hz). 

: 228-230 ^ imisimm : mm^^/^-i^^ 
[0318] mmm i e 4 

6- (4->> n n 7 n: ^/P) -N-[6-[ ( v^p< ^/UT ^ / ) ;^ ^/W] 
-7,8-v^b Kn-2-^7i5'Un/W]::i3f^vr^ K 
Uk3 4 9] 




4 1<D2) •C#fc6-[ (N, N-v^^ ^/WT ^/)/'f- 
/i-]-7,8-v^t K^-2-^7^^'^^T^>'Srfflv^T. 



^H-NMR (CDCI3) 6: 2.25 (6H, s). 2.35 (2H, t, J=8. 
1 Hz), 2.86 (2H, t, J=8. 1 Hz). 2.99 (2H, s). 6.35 
(IH, s). 7.04 (IH, d. J=8. 1 Hz). 7.40 (IH. d, J=8. 
4 Hz), 7.49 (IH, brs), 7.49 (2H. d. J=8.4 Hz). 7.7 
8 (IH, s), 7.84(1H, d, J=8.4 Hz), 8.02 (2H, d, J= 
8.4 Hz). 8.26 (IH, dd. J=8. 1, 2.2 Hz), 9. 13 (IH, d, 
J=2.2 Hz). 

7cKl^>tPfffi CssHa^ClNaOi: LT 

ttffM:C, 71.85; H, 5.79; N. 10.05. 

llgfeffi:C. 71.88; H, 5.67; N, 9.86. 

iHife : 248-249 X: GfeSfk^iSE : f^Kin^yV- 

mmm i a 5 

4-(4-^ n n 7 3i::^/U)-N-[6-(l-l:'n ]} i/:=^j\^;^ ^yW)- 
7,8-i^t Kn-2-'^-7^^l^:=./l']-l-lf-^y iPy^/U^^^ 

[fk3 5 0] 




#%«^j54-C#3t6-(l-tfn y i^::^/Wp«^/^)-7,8-i^t K 

i3-2-?-7^^u:/T^>'S:fflv>T. ^Mm9 9tmm(o 

^H-NMR (CDCI3) 6: 1.66-1.91 (8H, m), 2.32 (2H. t. 

J=8.1 Hz), 2.50 (4H,m), 2.70 (IH, m), 2.80 (2H, 
t, J=8. 1 Hz), 2.98 (2H, dd, J=13. 7, 12.0 Hz), 3.16 

(2H, s). 4.20 (2H, d, J=13.7Hz), 6.32 (IH, s), 
6.32 (IH, s). 6.93 (IH, d, J=8. 1 Hz), 7.05-7.30 (6 
H, m). 

TtH^^mm C27H32ClN30t LT 

tfg^arC, 72.06; H. 7.17; N, 9.34. 

g|®^ffi:C, 72.08; H, 7.23; N, 9.15. 

Mj^ : 194-195 X: m^itmm : 6^K^^/^~i^^ 

[0319] 166 

N-[6-[(v?7^^/l-T^ /)p<f*/V-]-7,8-i^t Kn-2-t7 
^ U'zi/v]-4-(4-7/W::^n73:r=:yu)-l-t"^y v^>';&yw 
^^^^^ K 
[ft:3 5 1] 




^^m41(D2) T?#fc6-[(N,N-i^;?«^/WT^/);?t^ 
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m99 tmm(DmYiF^no:it{z^9. mmit^^^n 

tZo *H-NMR (CDCI3) 6: 1.65-1.75 (2H, m), 1.89 (2 
H, d, J=11.4 Hz),2.23 (6H, s), 2.30 (2H, t, J=8. 1 
Hz), 2.70 (IH, m), 2.80 (2H. t, J=8.1Hz), 2.94-3.0 
1 (4H, m), 4.20 (2H, d, J=13. 4 Hz), 6.30 (IH. s), 
6.35 (IH. s), 6.92-7.20 (7H, m). 

: 187-188 t m^Bimm : ftg^^^/V- i^^ 

mmm i e 7 

N- [6- [ ( 7t f-zl-T ^ y ) 7« f-/!^] -7, 8- V? b K n -2--^ :7 
^ U::i/W]-4-(4-^f-yU7a:-/u)-l-t:'^]; i^v;;&/V7K 

I^k3 5 2] 




I 



CH, 



4 1 <D 2 ) 'C#fc6-[ (N, N-i^p« ^/WT ^ / ) p< ^ 
/V]-7,8-v^fc Kn-2-^-yi5f Wi^T^ V4rfflV^T> 
{Rl 9 9 t l^ai^^tftf^SrfT 5 r t ici 9 . «H{t^iKiS:# 

^H-NMR (CDCI3) 6: 1.66-1.74 (2H. m). 1.89 (2H, d. 
J=11.7Hz), 2.28 (6H,s), 2.30 (2H, t, J=8.1Hz), 
2.38 (3H, s). 2.68 (IH, m), 2.80 (2H, t, J=8. 1 H 
z), 2.94-3.02 (4H, m), 4.19 (2H. d, J=12.8Hz), 6. 
30 (IH, s), 6.35(1H, s), 6.93 (IH, d, J=8. 1 Hz), 
7.07-7.20 (6H. m). 

TLm^Vf^ C26H33N3O • 0. 5H20i: tr 
tfSfli:C, 75.69; H. 8.31; N, 10.18 
llg^jfi:C, 75.44; H. 8.16; N, 10.05 

: 200-202 t m^itmm : BlFift^^/W->^^ 

[0 3 2 0] mmm les 

N-[6-[ (i^^ ^JUT ^y):^ ^/V]-5, 6, 7, 8-r h 7 t Kn 



UtS 5 31 




XCrC 

H Ha 



6-T^ y-2-(N,N-S^;^^/VT^y)p<^/V7' hyV> 
^H-NMR (DMSO-dg) 6: 1.39 (IH, m). 1.99 (IH, m). 



2,17 (IH, m), 2.42 (IH, dd, J=16.2, 10.1 Hz), 2.78 
(6H, s), 2.88 (IH, dd, J=16. 2, 4.5 Hz), 3.06(2H, 
t, J=5.7 Hz), 3.38 (2H, s), 6.94-7.62 (IIH, m), 7. 
64 (IH, d, J=1.7Hz), 10.11 (IH, brs). 10.18 (IH, 
s). 

: 196-197 1 m&imm : y^y -;^-msk 

:3i^;V) 

^mm 1 6 9 

N-[6-[(i;^;^ ^yUT ^y)y ^/V]-5, 6. 7, 8-r b 7 t Kn 
l^^/U]-4' -y/U:tti [1, V-\fy:yL:^/U^-A-:^ 

l<k3 5 4] 




iXXTC 



HCI 



/WT 5 y ) ^^/H-S. 6. 7. 8-7" h 7 t h'ti-2-i-7^ U= 



^H-NMR (DMSO-de) 6 : 1.43 
2. 0 6 (IH. m) , 2 



m) 
H, 
6. 
d, 
s) . 
z) , 
8. 9 
8. 4 
8 0 
J=8. 
s) . 



s) 



4 5 
2 

2, 4. 2 
J = 6. 4 

7.0 5 
7.3 4 
9 Hz) . 
4 Hz) . 
(4H, 



(IH, m) , 
9 2 (IH, 



3. 
3. 
d, 



(IH, m) . 
.21 (IH, 
2.7 9 (6 
dd, J = l 
0 8 (2H, 
33 (2H, 
J=8. 4 H 
d d, J = 8. 
(IH, d, 
(IH, s) , 
06 (2H, 

1 Hz), 10.02 (IH, 
10.03 (IH. brs). 

2 4 0-24 5 (^S<k1^l«: ^^y- 
::^^;v) 

[0 3 2 1] MMm 170 

6-(4-7/P;rn y^3:::i/W)-N-[6-(l-t:'a V -yz=.;vy^}V) 
-7,8-^t: Kn -2-^:7 1x^=1/1/]::^ 3^ >^T^ K Wk 

[>(k3 5 5] 



Hz) , 
Hz) , 
(IH, 
(2H, 
7.5 3 
7.5 9 
m) , 8. 



9, 
J = 
7. 

d. 




,xxxo 



HCI 
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'H-NMR (DMSO-dg) 6: 1.70 (4H. m). 2.26 (2H, t, J= 
8.1 Hz). 2.44 (4H, iii).2.76 (2H, t, J=8. 1 Hz). 3.12 

(2H, s), 3.34 (IH, s), 6.36 (IH, s). 7.03(1H, d, 
J=7.8Hz), 7,37 (2H, dd, J=8. 4, 7.0 Hz), 7.57 (IH, 

d, J=8.4 Hz).7.59 (IH, s), 8.13-8.42 (4H, m). 9.1 
9 (IH, s). 10.43 (lH,s). 
iB^ : 229-231 m^mm 

%WS^ 1 7 1 

6-(4-7y^;*-n7 3inyw)-N-[6-(l-lf'n y 

-7,8-v^t Ko-2-:^7^Urlyl-]^=l^VT^ K ZM 



[{k3 5 6l 




2HC1 



##«^j54r*#fc6-(l-tf'n y ^>'V)-7, S-v^b K 

f^^rtf 9 r t i 9 , «M^b^^^#fco 

^H-NMR (DMSO-dg) 6: 2.00 (4H, m), 2.45 (4H. m). 

2.83 (2H. t. J=8. 1 Hz). 3. 05 (2H. m), 3.47 (2H, m), 
3.88 (IH, s), 6.69 (IH, s), 7.13 (IH, d, J=8. 1 H 

z), 7.38 (2H, dd, J=8. 9, 8.6 Hz), 7.64 (IH, d, J=l 

0.6 Hz), 7.66 (IH. s). 8.14-8.42 (4H. m). 9.19 (1 

H, s). 10.52 (IH, s), 10.60 (IH.brs). 
: 245-248 X. (^Afk^jK , ^ J 

:i^^/W) 
[0 3 2 2] %WS\\ 7 2 

N-{6-[(i^;^^/^^ hn^/l.);^^/W]-5, 6, 7. 8-x h 7 t 

Yxi-i-^y ^ vz^M-^-y)'^isru [i, V -\^y :L.zz.)V\^' 
Ifk3 5 7l 




lllfeW42"C»fc4' 'VfVi^xi'W- [6- [ (ir. N-i^ ;^ ^yl-T 
^y)^^/W]-5,6,7,8-7' h^t: K D -2-^-7 ^Ujh/W] 
[1, l'-fcr>'aL:^yl/]-4-;<7/W7}f:^rf-^ K lOOmgSrT-fehy 
10ml{cS«?U 7lc?&T^i*tfco 3-^pnii3cA#K 



^Mfb-^^ 158mgSr#fco 

'H-NMR (DMSO-dg) 6: 1.57 (IH, m), 2.07 (IH, m), 
2.61 (IH, m), 2.82 (2H,in). 3.04 (IH, m), 3.33 (IH, 

m), 3.48 (6H, s). 3.56-3.67 (2H, m), 6.55 (IH. 
s), 7.03 (IH, d, J=8.4 Hz), 7.30-7.56 (6H, m). 7.7 
8-7.85 (6H, m). 8.04 (2H, d. J=8.4 Hz), 10.17 (IH. 

s). 

FABMS(pos) 419.1 [M+H]+ 

%WS^ 1 7 3 

N-[6-[(>^^ ^)vr ^ y ) y ^/U-l-S. 6, 7. 8-x h 7 fc Kn 

-i-fy^ u^^/HLi, r-e7 3i::^yw]-4-;^/U2j^:/7^ K 

I{t;3 5 8] 



a 





CH3 



HCI 



^liS«a|41i02) -e#fc6-[(N,N-v?p<^/VT^/)p^^ 
/^]-7.8-v^fc Ko-2-^-7^'U>'T5:^ (200 mg, 0.72 
mmol) ?rT-t h::^ h ^/^(SO ml) (C^jg L, 7k?ftT h U 
f^yWT^V (0.401 ml. 2.88 mmol). [1. 1' - tf:? 
-^-TsfVit^zr-fV^u^) K (200 mg, 0.79 vmA)^M7L. 
3I^MjtJ$Lfco S^&?SS:«*gb. 

/^^'^-;5t77Ai5^n'r (SM^IK ; g^^:3lf' 

y^:n-^:^f•>'=33:67) t;iT«Siufco »?5ttfca<^^ 
fc4NJfi{t7k^-RK3i^yl.^JR^^JO;i:g*iL. jSSE^^ 

>$^y--;v-»se^^y^(;:TfligfHLT. ^a{l:^iKi(i94 

mg) ^ttfco 

*H-NMR (DMSO-dg) 6; 1.32 (IH, m), 1.96 (IH, m), 
2.11 (IH, m), 2.35 (lH,d, J=15.9. 10.0 Hz), 2.74 
(2H, m), 2.78 (7H, m). 3.02 (2H, m), 6.89 (2H. d. 
J=10.6Hz). 6.91 (IH, m), 7.40-7.51 (3H, m), 7.70 
(2H. d, J=6.7Hz), 7.85 (4H, m), 9.92 (IH, brs). 
10.23 (IH, s). 

: 168-170 X. m^B\mWk / 
oi^/U) 

FABMS(pos) 421.1 [M+H]+ 
[0 3231 74 

4' -^r p p - N- [4- (4- If ^ y 'i^:=^)V) y ol :=iyU] [1. 1' - tf 
y:j:z:^/U]'4-:J^/V':^^^^ K 

[{t: 3 5 9 1 

8 9 -C#rc4' V^o n -^-PH;4- v^n/w) y 
|61£«1 2 7(7)2) tmmtg:^f^i:no:it\cX 
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9. ^Mit-^mi^m^i^^tLxnit. 

^H-NMR (CDCI3+ DMSO-dg) 6: 1.40-1.90 (4H, m), 2.6 
0-2.90 (3H, m), 3.18-3.28 (2H, m), 7.19 (2H, d, J= 
8.1Hz). 7.49 (2H, d, J=7.0Hz), 7.67-7.75 (6H, 
m). 8.07-8.10 (3H, m), 10.16 (IH, s). 
«^ : 276-281 t: (^M) (M&mm : mWt=^^ 



17 5 

4' a P-N-[4-(l-^ ^;W4-f i/^/V) :7 3: jii/U] 
[l.r-tr>^ai^/u]-4-*/^>J?=arf-^ K 
Mb3 6 0l 



:7 3i:=^/v][i,r-tf:7ai:=^/t']-4-:^yv4^=^f-^ K 0. 17 

g, 37% 7}^;VATyVy^fc: K*^?S COSmliSiU^^®^ 0.5 
mlc^Jg-g^i^Sr. 100t:-C4^F^J!jOlSiLfco MM.i^X*^m 

l;:L. 11^:31 ^/v-r hyb Kn:79>^(i:i)?i^^?K 
fl^-g^^ 90mgS:#fCo 

^H-NMR (CDCI3+ DMSO-dg) 6: 1.55-1.80 (2H, m), 1.9 
0-2.10 (2H, m), 2.22 (3H, s), 2.30-2.45 (IH, m), 
2.80-3.20 (4H, m), 7.11 (2H. d. J=8. 1 Hz), 7.36 (2 
H, d, J=8. 1 Hz), 7.50-7.63 (6H, m), 7.97 (2H, d. J 
=8.4 Hz), 9.79 (IH, s). 

M/^ : 273-277 (^M) : g^®^^^ 

[0 3 2 4] mmm 1 7 a 

^Vv^yv 4- [2- [[2- (i^^ ^/l-T ^ T ^ 

y]-2-;*-*y^^/^]:7ni:=:/w:>(7/w^^— h 
[{fc3 6 1] 



H 



9 0 •e#fc2- [4- [[ (^V-i^/W^tJiri^) ^/Wsl?- 
MT^/}7:c:^Mmm (1.5 g)(0TK7t Kn77 

(50 mD^jgt;:. N.N— i?^f-/W3if-U'>'i;T5i^ 

(0.64 Bl), WSC (1.31 g), HOBt (1.05 g). fc'it^by 
ai^/UT^V (2.4ml)^JDx.fCo 20B$Faffl5#^. 

^gti|aif^yV-^:^1h:/J;»JHifefiL, SH{l2^ (1. 
72 g)Sr#fc, 

: 126-127 "C. 
II1£«SJ 1 7 7 

N- [4- [2- [ [2- (e^^ ^/vr $ / ) aif-M T 5 y ] -2 



-:t*y3if-/l^]7 = =/V] [1, 1' - tr7a=/V-4-*/V 
l^k3 6 2l 



0 7' 

4-tr73i=A^*/W5l?>'K (1.01 g)(0rh7tKn77 
(45 mD^JC, *}^T-e*='MPy/w^n9-r K(0.5 
6 mDSrJBTU, DMF«r9«S*P;tfe«. ^jaicffjau. 40 

t Vnyyy (50 mD^JRSr, ##^J9 n?#fc2-(4 

-T 5 / 7 -N- [2- (£^p« 'f/l'T 5 y 

T-fe hr? K (939 ng)(07-h7\^ Vv7y> (45 ml) 

^fSi^*?ftT-e«Tbfco }gT^^aic#?aL, 2^w 

;!l>L. 4NSK-S^S?^f-/i'**0;i«^t. m^t::^^/ 

(750 mg) 
18;^ : 216-217 "C. 

ilEON- [4- (2- {[2- (v?y f^/VT 5 ;):x.i-jv\ T S 
/)-2-:^^y3l^/l')7 3i— >'W][1, 1' -lf7a:::i/W-4 
-*/W5j?^'>T5 K (100 mg) «riafPfiW7kJC® 

d»L, x h7t Ko7 7V-g^K^^/V' (l:l)-ettWt 

-y-iVt^hWi^hy^. w^\^-^m(r>'P')-^s3m (sem 
g)Sr»fc. 

it;^ : 228-229 "C. 

[0 32 5] Hffit^J 178 
-<V'J)V 4- [[4- [2- [[2- fl-^r $ y )3if^>'V] 
T 5 y ] yjif^/wlT^ y y ] iifX'it^-iv-x- 

[^k3 6 3l 



o 

tRvK (290 mg) Or h5fc Kn:7 9:/ (10 inl)^?S 
IC, 2-(4-T^ /:7 3i:^/V)-N-[2-(v^7«^>'VT^ 
y):n^/U]Tir Vr%Y (221 mg), WSC (249 mg). 1- 
b Kn:^v'-<>'y h i; rV—^V (199 mg). h y:3i^/V 
T^:/ (0.4 ml). fciU^i^T^^/^r^/tf y i^V (244 
mg)5:*;t20^W«i^^LfCo RJ^;«?r7Kt-foJt. 1^®^^ 

^/v-cttwb. w^®sr7K> ^ftaw*. m^^m^x 

^'y-yu-i^-f yyntVuai— r/vJ:t)ffj^SU «SJ1 
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MM. : 169-170 t. 

mmm 1 7 9 

N- [4- [2- [ [2- ( v'p' ^/I'T $ / ) i^yu] 7 $ y ] -2 
-:*-:^f y aif-yw] 7 3:=/U'] -3- [3- (2— ^-^f-yW) -1, 
2,4-3^*■!^i?Ty— /W-5-'1'yl']7'n/-?i^r5 K 
Uk3 6 4] 




3- [3- (2-i-y^/u)-i, 2, 4-*+iJ-s?T>^— 

^;V]:/n/^VK(268iiig)CODMF (5 ml)S?St;:, 2-(4- 
T^yy:xi -N- [2- ( ^/l-T ^ / ) 31^/1-] T 
-fe hr^ K (221 mg). WSC (249 mg). Kn;^V^ 
>y h V TV-f\^ (199 mg) . hi; :x^^/vr ^> (0. 4 m 
1). i3J:i;i^p«^/UT$/ fc^y i^^' (244 mg)SrJPx.5NF 

j^SU. SlSlb-g^fl^ (166 iDg)Sr^ffco 
gl;S : 173-174 t:. 

[0 3 2 6] |l:te^J 180 
N- [4- [2- 1 [2- (v^;^ ^/^T ^ J ) :3i^>^u]T ^ / ] - 2 
- y a: ^/V] :7 m -2 - (4 - ^ h n 7 en r 

nb3 6 5 J 

4- =. hn7a:=/WRK (181 nig)(DDMF (5 mD^jgeiC, 
2-(4-T5/7a: -N- [2- (■i?^ f'/V'T 5 y ) 3i 
^7W]T-fe hT5 K (221 mg), WSC (7 U-ft: ; 0.23 m 
1), 1-t KndE-v'^vy h y ry-ZU (199 mg), fci 
Utv?^ f^yWT 5 y fy i^^- (244 mg) X.4Bf WSl^ b 

^S^b-g-ifei (80 mg)?r»fc. 
IK/S : 160-162 °C. 

mm 1 8 1 

(E) -N-[4-[2-[[2-(i?p'5'/WT5/):iif-yHT 
S /]-2-:d-dryxf-/W]73:n/W]-3-[4-(4-/ h 
dE->>73i/^'»73:=->'U]-2-yn/<i^r $ K 

UbS 6 6] 




(E) -3- [4- (4- h 1 y 7 31 -/W] -2- 
yn-tvK (270 nig)(OI»lF (5 mD^SKJC, 2-(4-T$ 

jy:r. ^fi') -N- [2- (i?y 'f-jvr 5 y ) ^ii^'/u] r-fe h 

7$ K (221 mg), WSC (7!;-«:;0.23 ml). 1-t K 

n v-^i^y h y r ✓-/w (199 mg), mj aif-^wr s 

(0. 14 mDJoil^v^y ^/W7 5 y f y v?V (122 mg) 
SriP;t24^FflSJi$Ufc. ^m^^'^fX' 
-y'hyt.h'uyy^ (l:l)-CjfimL. m 

/W-cefej^L, ^a{k^«3 (227 mg)Sr#fc. 
ILS : 175-177 t; (5^Jlf). 

[0 3 2 71 £ilTW*;tetRll 8 2/j:V^L1 9 8JC|E«<0 
{b-g-ifel*, 1 8 1 ilSieHcLTSigLfc. 

^mm 1 8 2 

4- [3- (l-'O';/^ 7 ^^-2— f/W) -1, 2, 4-:^=^rf-v? 
ry— /V-S-'f /V]-N- [4- [2- [[2- (i^;* ^/WT 5 
y ) 7 5 y ] -2- y ai-^-yu] 7 3: ^/w] :/^' 
7$ K 
[{k 3 6 7 1 



: 161-163 t:. 

•St^^m : e^^'T y tr/w3i— 
^mmi 8 3 

N - [4- [2- [[2- (v?y ^/W7 5 y )3if->'W]7 5 y ] -2 
-;t^y:t^/U]73:=/V']-3-y i-^->-4- 
y n/V-^ h ^r-»'<VX7 5 K 
t^k 3 6 8 1 

»fi^^IJ H 
ia.^ : 209-210 X:{^m). 

1 8 4 

3- [1- (2. 4-i^^ n n^Vi^/W) -lH->f > K— /V-3 

->< /V] -N- [4- [2- [[2- (v^;^ ^yl^T ^ y)=^^/l^'iT 

Ub3 6 9l 



H 



: 123-125 X: (^M)^ 

[0 3 281 mmmi85 

N- [4- [2- [ [2- (i^Tt ^/WT ^ y ) 31 ^/w] T ^ / ] -2 
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[^b3 7 0] 




O 



iSl;^: 186-187 X: (^M) . 
Kig^J 1 8 6 

2- (2-^>^i^/V7 -N- [4- [2- [[2- (v?^ ^ 

/l^r ^ / ) T 5 / ] -2 - :t * y ^f-yw] 7 3: 

Tir h T 5 K 

St^ : 115-117 t:. 
«16^J 1 8 7 

2- (3, 4- h -N- [4- [2- [[2- 

y ^)VT ^ y ) 5^/1-] T^/]-2-:^-=^y ^i^/v] 7 31 

[^bS 7 2] 




H 



: 123-124 t. " 

[03 2 9] 1 8 8 

N- [4- [2- [[2- (^i?^ f-/WT 5 / ) :3i^/W]T 5 / ] -2 
-;r^yai^/W]7a:=:/W]-2-(5-^ h=^i^-2-^f- 
/W-IH— 1'>'K-/W-3-l'/W>T-fe hT5 K 

«b3 7 3] 




B^: 125-126 "C. 
11%^ 1 8 9 

N- [4- [2- [[2- (i^;^ f'/W-T 5 J ) Jt^^v] T 5 / ] -2 
-:t=Jf y a:-^-/^] 7 a: -/W] -4- (IH — T K— /V-S- 

[{k3 7 41 



CM, 



mM. : 132-133 1C. 
UMit^ 19 0 

N- [4- [2- [[2- (-5^^ ^/WT 5 / T 5 / ] - 2 

-jj-df y aif^yw] 7 3i=i/W] 7 n [2. 3-f] [1, i^^^Vi? 

[Ib3 7 5] 




0 H 



4Hi 



IB;SC : 173-175 "C 

[0 33 01 -mm 1 9 1 

4-([l, 1' -t*73is:/W]-4— r/V-p« bdr-»-N-[4- 
[2- [[2- (i?^ ^/VT 5 y )3^'9^>'W]T 5 y ]-2-:i-dr y 

[<li3 7 61 



H 

Oil 



jill;^ : 204-208 "C. 

ftjt^j^ : e;^ yyn bT/u^i-f'/u. 

Hitt^ 1 9 2 

4- (^vy-^-yWT $ / ) -N- [4- [2- [[2- (i^^ ^/WT 
« y)aif-/v]T5 /']-2-5^df■y3cf•/^]73:=/^]'<>' 
XT5 K 
[^b3 7 71 



rxr, 



1 



O CH, 



m.^ : 220-221 ^. 
^litfJ 1 9 3 

N- [4- [2- [ [2- (v'y ^/VT 5 y ) Jif^/H T 5 y ] -2 
-:^-dfy3:f^/H7=:-/W]-4' h df.>[i, i' - h'7 
3:=:/l.]-4-*>'Vxl?3M)-5 K 
[<t;3 7 81 
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H,C, 




0*1 



Mj^ : 196-198 t (^m). 

[0 3 3 1] mmmi 94 

N- [4- [2- [ [2- (i^;* f-ZUT X / r 5 / ] -2 

-;d-^y3:f-/W]7 3:=/l']-9, 10. 10- h i; 3^=3^y-9, 1 
0-i^h KD-lOA.®-f^:t=^r■^^i^7'v-3-;&y^5^^*■!^ 
$ K 

I<k3 7 91 



1 




o 



: 162-163 "C (^»). 
llJfei^ 1 9 5 

(^yif/U:t^iy) -N- [4- [2- [[2- O^y^ f-/UT $ /) 
Ub3 8 0] 



iftt^: 190-192 t: (^«). 
19 6 

4 - ^ :^ yv- - N - [4 - [2 - [ [2 - ( y ^/PT ^ y ) 

^/w] T ^ y 3 -2- :t =^ y j^^/u] y ^/w] ^ y xr ^ 

K 

HL3 8 11 



iB^: 173-175 t: i^m). 

10 3 3 2] Hffi^Jl 9 7 
N-[4-[2-[[2-(v^y^yUT^ y):n5^>'Hr ^y]~2 

y :7 :r -5^ (4- fc* ^ 

:=./V)-lH-trn-/l/-2-;!&/W2jfdM>-^ K 

[{kSS 2] 




S!-^ : 215-218 t (^m). 
Uli^ 19 8 

1- (3. 4- i^if o n^>'i^/U) -N- [4- [2- [[2- (i^pf 

f-/wr 5 y ) r $ y ] -2 - :t =SE- y Jt^/w] 7 31 =. 

[fb3 8 3l 



: 182-183 "C 

[0 3 33] 111604 1 9 9 
4-(4-7« h+'>73:=/W)-N-[6-(l-fc' n y i^=/V;>t f^/V-) 

-7,8-';?t Ko-2-?-7^' U'=./V']-i-fcr'<y 

({b3 8 4] 





#%0!I54-C#fc6-{1-If^n i^:=i/U;?< ^y^)-7, 8-i?fc K 

^-2-^-7^'u>'r^>'S^ffiv^T. mmw9 9 tm^(o 

^H-NMR (CDCI3) 6: 1.61-1.91 (8H. m), 2.31 (2H. t, 
J=8. 1 Hz), 2.54 (4H,ni), 2.73-2.81 (3H. m). 2.98 

(2H, t. J=7.8 Hz). 3.16 (2H. s). 3.79 (3H,s). 4.20 
(2H, d, J=13. IHz), 6.31 (IH, s), 6.36 (IH, s). 

6.86 (2H, d, J=8.6Hz), 7.06-7.20 (5H, m). 

gli;^ : 175-176 t: m^imm : gtig:n^/U- 

yynfc'/pj^— -r/w) 

^mm 200 

i' -y h ^"iy-N-ce-d-fn y ^/l')-5-y ^/W 

7,8-^fc h*ti-2-i-y^ U:=^/U][l r-tf7a::=:7^]-4-:^7 
[{1:3 8 5] 




##0«6 9-C#e>nfc5-^^>'W6- (l-lfpyi^::^yV;;< 
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WAX h l^«(D«f^Srfif 5 r t Id ct 9 . Wm'C^m^'^ 

^H-NMR (CDCI3) 6: 1.78 (4H, m). 2.10 (3H, s). 2.3 
7 (2H, t, J=8. 1 Hz), 2.53 (4H, m). 2.76 (2H. t, J= 
8.1 Hz). 3.28 (2H, s), 3.87 (3H. s), 7.01 (2H, d. 
J=8.6Hz), 7.27 (IH, d, J=7.8Hz), 7.46 (IH, d, J= 
7.8 Hz), 7.48 (IH, s), 7.57 (2H, d, J=8.6Hz), 7.6 
6 (2H, d, J=8.4Hz), 7.81 (IH, s), 7.92 (2H. d, J= 
8.4 Hz). 

jtm^^^ CaoHasN^Ost l-T 
tf^ffi :C, 79.61; H, 7.13; N, 6.19 
*S^1t:C, 79.35; H, 7.28; N, 6.24 

m/s. : 179-180 1: m&imm : i^K^^/w-i^-r 

[0 3 3 4] ^lfe^j2 0 1 
4-(4-^ h^V>^3iri/W)-N-[6-(l-b''n ]) iy=i;U?^^/V) 
-5-^f-/^-7,8-i^b ]^xi-2-^y^' lx=:/W]-l-tf^y 

[its 8 6] 




^/V)- 7.8-v^fc K^-2-:^r7^U>'T^>'^fflV^T. H 

^H-NMR (CDCI3) 6: 1.67 (2H, dd, J=13. 4, 4.0 Hz), 
1.78 (4H. m), 1.89 (2H, d, J=11.4 Hz), 2.07 (3H, 
s), 2.34 (2H, t, J=7.5Hz), 2.52 (4H,m), 2.68-2.73 
(3H, m). 2.98 (2H, t, J=7.5Hz), 3.26 (2H, s), 3. 
80 (3H. s), 4.20(2H, d, J=13.4 Hz), 6.36 (IH, s), 
6.86 (2H, d, J=8.4Hz). 7.12-7.20 (5H.in). 

^m^mm c28H37N302tb-c 

ff1SfiS:C, 75.13; H, 8.33; N, 9.39 

Hi^lfiiC, 74.96; H, 8.14; N, 9.10 

: 163-164 ^ m^Bimm : ftBft^^^V-i^^ 
yT'nfcVu^-x/W) 

m&m 202 

4*-7/V:*'n-N-7«^/W-N-[6-(l-t''n ]) 

7,8-^t: K^-2-•:^7^ U:=^/H[l, 1* -tf :7 3i::i/V]-4-* 

Uk3 8 7] 




HCI 



##^J9 5T*#^nfcN-7<^/W6-(l-b''n 1; 

/W)-7,8-i:;=^t VU'Z-i-y^ WVT ^ y 

v>T. ^ft«ltl^«<^»^^4:tT5wtlcJ:<9. ^S^b 

'H-NMR (DMSO-de) 6: 1.92-1.98 (4H, m), 2.39 (2H, 
t, J=8.1 Hz), 2.73 (2H. t, J=8. 1 Hz), 3.00 (2H, 
m). 3.35 (3H, m). 3.44 (2H. m), 3.83 (2H, d, J=5.6 

Hz), 6.62 (IH, s). 6.92-7.01 (2H, m), 7.11 (IH. 
s). 7.26 (2H, dd, J=8.9, 5.6 Hz), 7.38 (2H, d, J= 
8.1 Hz), 7.55 (2H, d, J=8. 1 Hz). 7.69 (2H,dd. J=8. 
9, 5.6 Hz), 10.60 (IH, brs). 
FABMS(pos) 441.2 [M+W 

10 3 3 5] 203 
N-[6-[(v^p< ^;VT ^ /) ^ ^/W]-5-t Kd =3j^v^-5, 6, 7, 8 

/w)-l-tf-<Ui;^^^*;vjR=^i^^ K 
({b3 8 8l 




9 7 -elt 6 ttfc4- (4- y /U:^ P :7 31 :=.yi/) -N- (S-:*- 
^y-5.6,7,8-r by t Vu-2-'ry ^ U:=^/^)-l-}^^^]) 
v^y:;t7;W7}?3rf-^ K (1.00 g, 2.73 mmol) (D^rhy^^ 
Y'^yy^y (10 ml) tTirh^hy/^ (10 ml) 
JK{rN, N-i^p«^/^;^f^l^>'T:^^^'?AiJ^a y K (63 
8 mg, 6.82 mmol) *iP;t. 0 f^ffii^ bfc^. ^ 

(15ml) 7k»TT7K^^[:^!>^-^-h 

y^^i, (103 mg, 2. 73 mmol) ^i)D;tTlB*Pflai$ Lfc 
(231 mg) ^#fCo 

Bk^ : 160-163 t: (*SS{t®^« : S^Sfe^f-^^-n-^ 
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FAB(pos) 426.3 [M+H1+ 
2 0 4 

Hl:3 8 9] 




1 0 3"C#?>tlfcN-[6-[2-(l-t:-n y i^^/i.)^:^- 
/V]-7,8-'>?t Kn-2-^7^Ur:/W)r-fe hT^ K (98.0 
mg, 0.345 mmol) (2 ml) ^Mz.. 1 OCC 

Lfco We>ttfcJfi:R^ (79.0mg, 0.326 mmol), [1.1'- 
tf7 3::^/U]-4-:<7;l-2p>g? (64.6mg, 0. 326 mmol) tD 
MAP (39.8 mg, 0.326 mmol) <D^J;^^/\^t^/i^J^r ^ 
m (1.5ml) tC7kJ*T"CWSC (62.5 mg, 0.326 mmol) Sr 

/poi-x/w (1:5) {Cct9»*i:LT. «H^k^ej 

(36.8 mg) ^WfCo 

NMR (DMSO-dg) 6: 1.67 (4H, m). 2.23 (2H, m), 
2.34 (2H, m). 2.46 (4H,m), 2.57 (2H, m), 2.75 (2H, 

m), 6.24 (IH, s), 6.98 (IH, d, J = 8. 1 Hz), 7.40- 
7.59 (5H, m), 7.76 (2H, d, J = 7. 5 Hz), 7.82 (2H, 
d, J=8.4 Hz). 8.05 (2H, d, J = 8. 4 Hz), 10.19 (IH. 

s). 

MM. : 184-186 ^ (iSSft^iSE : glFK^if^/W-^ y 
FAB (pes) 423.2 [M+H] + 

lo 3 3 6i mmm2 0 5 

4'-7yl-^D-N-[6-[2-(l-t'P y \/^/V):rL^;vyi, 

t Kd-2-^7^1^:=./V][1. r-tr7 3i:=^/W]-4-*yV'#* 

[{k;3 9 0] 




0 mg. 0.345 mmol) tCfi^S (2 ml) S:JP;t. 1 0 Ot 

i^L. 5S*ffiSJ^hy !>iv-e|fcli«. ^ISt^iSJETe* 
Lfco #?>Hfctt«tfe (79.0 mg, 0.326 mmol), 4' -7 
/W:tn[l. l'-K'7 3::=i/W]-4-*/W3K>'K (64. 6 mg. 0.3 
26 mmol) tDMAP (39.8 mg. 0. 326mmol) <Di/ ^"f-jVi^s 
Jl^J>^T% KSiS (1.5 ml) ICtK^TT^WSC (62.5 mg, 0. 
326mmol) «r*0;t, ^fi-Cl BMSi^Ufco SlSS?JcR 

fco #fctlfc^$SrT/^S'?-*7A^n'^ ^^/9:7-<- 
h>{V^xx\f)V:t,^7')V (1:5) i 9 LT. 
^Bft-g^^ (75. 1 mg) /Co 
^HNMR (DMSO-dg) 6: 1.68 (4H. m). 2.23 (2H, m), 
2.35 (2H. m), 2.50 (4H.m), 2.59 (2H, m), 2.75 (2H, 
m). 6.24 (IH, s). 6.98 (IH. d, J = 8. 1 Hz). 7. 34 
(2H, m), 7.56 (2H, m), 7.81 (4H, m), 8.04 (2H. d. 
J = 8.4 Hz). 10.19 (IH, s). 

187-I89t: (igfi{kS«E:i^K:ii^/v.-^y7^ 

FAB (pos) 44 1. 3 [M+H] + 
%mM 2 0 6 

4 ' t3 n-N-[6-[2-(l-l:'n y ^y::^)V):x.^)V\-l,%- 
t K n 'l-'fy 9 [1. 1' - 7 31 :=:/l/]-4-:«? /VtK 

K 

[^b3 9 1] 




##^J 1 0 3-C#6nfcN-[6-[2-(l-t:*P y 
/W]-7,8-'>^b Ko -2-t7i$^U=/U]T-fe hT5 K (98. 



#%^J1 0 3-C#?>tVfcN-[6-[2-(l-t:''o i; i^^/V')^::^ 
/P]-7,8-'i^t: Ko -2-^>^^U':=^/W]T-t hT^ K (98. 
0 mg. 0.345 mmol) JlSJfiSg (2 ml) StJDX., 1 0 Ot 
T16l*F^fti$Lfc«. Si«*j^ffiTe*Ufco 

SiTKffiS^^hy ^7A-C|£i*^. ^JK^^^TS* 
UfCo WenfcJS^Kfe (79.0 mg, 0.326 mmol), A'-^ 
nn[l. r-fcr7 3:^/W]-4-*/V2K>K {64.6mg. 0.326 
mmol) tDMAP (39. 8 mg, 0. 326 mmol) (D-J ^ f-Jl^T^/l^ 
i^T^ (1.5 ml) JCTkJ^TTWSC (62.5 mg, 0.32 

6 mmol) i:m^. ^m-pi Bm^nvtz. Rjtmmm 
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mmi\:^^ (78.4 mg) 

NMR (DMSO-dg) 6: 1.67 (4H, m). 2.23 (2H. m). 
2.34 (2H, m), 2.45 (4H,ni), 2.57 (2H, m), 2.75 (2H. 
m), 6.24 (IH, s), 6.98 (IH, d, J = 8. 1 Hz), 7. 55 
(4H, m), 7.80 (2H, d, J=8.4 Hz), 7.84 (2H, d, J=8. 
4 Hz). 8.05 (2H,d, J = 8.7 Hz), 10.20 (IH, s). 

m^: 207-209t: m&imm : sm=^^/i^--( 

FAB (pos) 457.2 [M+H] + 

[0 3 3 7] mmm20 7 

4' -i^T y -N-[6-[ (i;^^ ^ywr ^ y ) ^ ^/i^]-5, 6. 7, 8-x 
h 7 b vti'2"ry^ [1, r -\^yai=^M-i':^;u 

^^^^^ K 
[its 9 2] 




XCri 



N-[(6-T^/-l,2,3,4-y' h 7 b Vo-Z-i^y ^ 

p« f-yv]-N, N-v?pf ^/i-r ^ V i:4* - / [1, 1* - If 7 in 

:^/v]-4-:^/^7^^>'g^?^ffiv^T. *JfeMl) 

^H NMR (CDCI3) 6: 1.42 (IH, m), 1.95 (2H, m), 2.2 
6 (6H. s), 2.24-2.46 (3H, m). 2.84-2.95 (3H, m). 
7.10 (IH, d, J=8.4Hz), 7.30 (IH, m), 7.46 (IH, 
s), 7.74 (7H, m), 7.98 (2H, d. J=8.4Hz). 

i83-i85t: miBimm:m^^'^^^-^yy 

FAB (pos) 410.2 [M+H] + 
^Ife^J 2 0 8 

N-[6-[2-(v>7«^/WT^ /) :3if^/U]-7.8-v^fc Kn-2-^ 
Ut3 9 3] 




1 0 4"C#fcnfcN-[6-[2-(i^p«f-/WT$ / ) J^f- 
/l-]-7,8-i^fc Kn-2-:^:7^l/ri;i.]Tir hT^ K (57.5 
mg, 0.223 mmol) (dft:^^ (1.5 ml) ^iDX.> 10 0 

i^u «i*fifEi?^hy mm^wsi'm* 

i.tlo "^htlfcm^^ (30 mg, 0.139 mmol). [l,l'-lf 
:7a::=i/W]-4-:5&/^3}?ygg (30.2mg, 0.139 mmol) tDMA 
P (16.9 mg, 0.139 mmol) (^)i^7^^/V2j^/VAT $ K^ffi 



(0. 7 ml) tC*:?&T"e WSC (29. 2 mg, 0. 139 mmol) 
%l (12.4mg) 4:#fco 

^HNMR (CDCI3) 6: 2.29 (8H, m), 2.41 (2H, m), 2.4 

6 (2H, m), 2.84 (2H, t, J = 8. 1 Hz), 6.24 (IH, s). 
6.98 (IH, d, J = 8.4 Hz), 7.34 (IH, m), 7.41 (IH, 
d, J = 6.9 Hz). 7.46 (3H. m), 7.63 (2H, d, J = 7. 

2 Hz), 7.71 (2H,d, J = 8.4 Hz). 7.77 (IH, br), 7.9 

4 (2H, d, J = 8.4 Hz). 

Uj^: i48-i50t: (i|gSft^iK:»»^^/^--ry:/ 

n tWcn—T^y'V) 
FAB (pos) 397.2 [M+H]+ 
[0 3 3 8] mMm2 0 9 

N-[6-[2-(i;^7^ f-;VT ^ / ) :ii^/H-5, 6, 7, 8-7^ h 7 b 

^ K 

[{b3 9 4] 




12 0 8-e^#ibtlfcN-[6-[2-(v^p<^yVT^y) 
^/w]-7.8-i;^b Vn-z-i-y^f u^^/vl [1, V'\fy:^=^ 
/W]-4-*;W7j^=^f'^ K (20 mg, 0.050 mmol) v^'? 
i^-j^^ (10 mg) (D:^^ (5 ml) ^7K*# 

H^TT4B$Ha^fUfCo fitjtt^-^Sbfcm. ^JKSr® 

-C, i^^3i^;vi:--:arf*>' (1:3) lei LT. 
«M<t^fe (4.0 mg) Sr#fCo 

^HNMR (CDCI3) 6: 1.60 {4H. m). 1.92 (IH. m), 2.2 
6 (6H, s), 2.42 (3H, m), 2.84 (3H, ra), 7.06 (IH, 
d, J=8. IHz), 7.32 (IH, m), 7.46 (4H, m), 7.63(2H, 
d, J=6.9Hz), 7.72 (3H, m), 7.94 (2H, d, J=8. IHz). 

m/s. : ii2-ii4t: {i^^imm. : mm^^^^-^ y^ 

p If /Win— 

FAB (pos) 399.2 [M+H] + 

mw\2 1 0 

4' D n-N-[2-[(i^^ ^/vr ^ y ) ^ ^/V]-3. 4-i^b K 
n-2H-l, 4-^yX::a-^f-i^y-6->f /V] [1. V '\fy :r,:=^ 

[^fc:3 9 5] 
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'H-NMR (CDCI3) 6: 2.33 (6H, s). 2.44-2.65 (2H, 
m), 3.15-3.21 (IH, m), 3.41-3.46 (IH, m), 3.87 (1 
H, brs). 4.24-4.26 (IH. m), 6.61 (IH, dd, J=2. 5, 
8.6 Hz). 6.81 (IH. d. J=8.6H2), 7.28 (IH. d, J=2. 
5 Hz). 7.43 (2H. d.J=6.5Hz), 7.54 (2H. d. J=6.5H 
z). 7.64 (2H, d. J=8.4Hz). 7.71 (IH. s).7.90 (2H. 
d, J=8.4 Hz). 

Mj^ : 227-230 X: (f^^imtSi : i^>f V^xi \f)Vzz.^ 
-r/w) 

[0 3 3 9] ^Jg09 2 1 1 
4' - ^ h ^ v^-N- [6- [ (4- ;^ ^/u-1- ^ y :^ 
-7, 8-i^ fc K n -2--*- 7 ^<=.>^W] [1 , 1' - If 7 ai -4- 

I{t3 9 6] 




10 6 -C^fce-t (4-p« f^yW-l-tf^7 i;^::iyW) 7« ^ 

0ij 1 b l^«<^^f^*tT 5 r t J; 9 . ^JB^b-g^^Sr^ife 

^HNMR (CDCI3) 6: 2.31 (3H, s), 2.33 (2H, t. J=8. 
1 Hz), 2.49 (8H, bs),2.84 (2H. t. J=8. 1 Hz), 3.07 
(2H, s), 3.87 (3H, s), 6.36 (IH, s), 7.00-7.03 (3 
H, m). 7.36 (IH. d, J=8. 1 Hz), 7.51 (IH, s). 7.58 
(2H, d, J=8.4 Hz). 7.67 (2H. d, J=8.4 Hz), 7.78 (1 
H, s), 7.91 (2H, d, J=8.4 Hz). 
S6^ : 208-210 t (J^fifb^jft : 

%%m 2 1 2 

6-(4-p« V^l^yzx. ::^/l/)-N-[6-[(4-y ^/Wl-fcr-<9 
:=i/W;?<^>'^]-7.8-i^t: Y^'2'^y9 \^:=^?V\z^zi^\/ 
T%Y 
Ub3 9 7] 




10 6 -T?#fc6-[(4-^ =f-)V-\-\^^y^y=.)V) p« ^ 

W 1 1 l3«<z?aif^SrfT 5 r t (c J: 9 . «a{k^«5«r«fe 

^H NMR (CDCI3) 6: 2. 30 (3H, s), 
2. 33 (2 H. t. J = 8. 1 Hz), 
2.4 7 (8H, b s) , 2. 8 4 (2H, 
t. J = 8. 1 Hz) , 3.0 7 (2H. 
s) , 3,8 9 (3H, s) , 6.3 6 (1 
H. s) , 7.0 1-7.0 4 (3H, m) , 

7.3 7 (IH. d, J =8. 1 Hz) , 
7.4 9 (1 H, s) , 7.7 8-7.8 1 
(2H, m) , 8.0 3 (2H, d, J = 
8. 4 H z) . 8.2 1 (IH. d d, J = 
2. 1 Hz. 8. 7 Hz) , 9. 09 (1 
H, s) . 

m^'. 235-237 t (3e*{b^a : 

[0 3 4 01 %W8^2 1 3 
N-[4-p« ^/l/-3-(l- trn y ^^zz^fV:^ ^M-2H'^ n p« W 
-r/i^][l, l'-l^7 3iri/V']-4-*yWJ}?^i^T^ K 

[jb3 98] 




1 0 7 t?#fc4-y f-/W3-(l-lf n y v^:=^/W^ ^ 
yW)-2H-^ n ^ >-7-T ^ V-^ffiV^T. MMm 1 t f^^O 

fee 

^H NMR (CDCI3) 5: 1.77 (4H, s), 2.05 (3H, s), 2.5 
1 (4H, s), 3.25 (2H, s), 4.74 (2H, s), 7.14-7.50 
(6H, m), 7.63 (2H. d, J=7. 2 Hz). 7.71 (2H. d.J=8.4 
Hz). 7.79 (IH, s), 7.94 (2H. d. J=8.4 Hz). 
Mj^ : 176-178 t: (m&imm : RKcn^/U-i^^ 

mmm2 1 4 

4'-^ V-N- [4- j?< ^/W-3- (l-lfuV ^/U) -2 

H-^ n j?« >'-7-f yw] [1. r - If 7 3i:=i/U]-4-:*/WjK*i^T 
^ K 

[{k3 9 91 
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yV)-2H-^ n ^ y-7-T ^ >'4^fflV^T. Hffi^J 1 t 

^HNMR (CDCI3) 6: 1.77 (4H, s), 2.05 (3H, s), 2.5 
1 (4H, s), 3.25 (2H. s), 3.87 (3H, s), 4.74 (2H, 
s). 7.01 (2H. d, J=8.7Hz), 7.14-7.31 (3H, m), 7.5 
7 (2H. d, J=8.7 Hz), 7.66 (2H, d, J=8.4 Hz), 7.89 
(IH, s), 7.91 (2H, d, J=8.4 Hz). 
WM. : 195-197 X. (JS*{b^«E : 

[034 1] %mm2 1 5 

N-[4-p« ^/W3-(l-l:*n y i/r^/W^ ^/t')-2H-iJ^ n p< V-1 
l{b4 0 0] 




##^J 10 7 -C#fc4-^ ^/W3-(l-tf n y ^ 

y^)-2H-^5'^7<:/-7-r^:^^fflv^-c. JlJfe^J 1 }iW^<r> 

^HNMR (CDCI3) 6: 1.77 (4H, s), 2.05 (3H, s), 2.5 
1 (4H, s), 3.25 (2H, s), 4.74 (2H, s), 7.14-7.28 
(3H, m), 7.47-7.54 (3H, m), 7.81-7.87 (2H, m). 8.0 
6 {2H, d, J=8.4 Hz), 8.27 (IH. d, J=8.4 Hz). 9.13 
(IH. s). 

: 192-193 t: i3^^\\Lmk : B^S&:^^/^) 

%imi 1 6 

6-(4-y ).dei/:7.n:=:yV)-N-[4-p«^/V-3-(l-fc'n y v?:^ 
Hb4 0 1] 



H,C. 




##««J 1 0 7 -e#fc4-;^ ^/W3-(l-b*n y 

/W)-2H-i^ P ^ >--7-T ^ :^5^fflV^T. %WS^ 1 1 1^^^^ 



^HNMR (CDCI3) 6: 1.77 (4H, s), 2.05 (3H, s), 2.5 
1 (4H, s), 3.25 (2H, s), 3.89 (3H, s), 4.74 (2H, 
s), 7.03 (2H, d, J=8.7Hz), 7.14-7.26 (3H, m), 7.7 
5-7.81 (2H, m), 8.03 (2H, d, J=8. 7 Hz), 8.21 (IH, 
d, J=6.6 Hz), 9.09 (IH. s). 

: 201-203 ^ (^Sft^jft : ftK^^^^) 
[0 34 2] %mk2 1 7 
N-[4-^ ^yU-3-(l-tf D y v^^yU;^? f-/W)-2H-^ n 7« l/'l 

-^/H-4-:7 3.^/1^1- f^yi^:/;5;/^*^i^T^ K 

[^1:4 0 2] 




0 7-C»fc4-7«^/V-3-(l-fc'D y v^r^/P;^^ 
;^')-2H-^^p«>'-7-T5:>?rffl^/^r. Xffi«^i9 9 

^HNMR (CDCI3) 6: 1.72-1.95 (8H. m), 2.03 (3H. 
s), 2.54 (4H, s), 2. 63-2. 76 (IH, m), 2.95-3.00 (2H, 
m), 3.27 (2H, s), 4.19-4.23 (2H, m), 4.70 (2H, 
s). 6.39 (IH. s), 6.83 (IH. s). 7.01-7.32 (7H. m). 

: 125-127 iM^^\mWk : mt^^^^^-'M 

%mm2 1 8 

4-(4-7« b^i/:7 3:::i/W)-N-[4-p« ^yW-3-(l-l^n y i^^::: 

^/V)-2H-i^ n pi :x-7-f /w]-i-t!*-<!J i^:^*>'^^^ 
^ K 
[^1:4 0 3] 




0 7 -C#fc4-^ f-/V-3-(l-t^n y v^^/Wt^ ^ 
/W)-2H-i5^ n p< >'-7-T ^ >^^^^X. %mm 9 9 l^fil 

^H NMR (CDCI3) 6: 1.63-1.91 (8H. m), 2.02 (3H, 
s), 2.49 (4H, s), 2. 61-2. 71 (IH, m), 2.93-3.01 (2H, 

m), 3.23 (2H, s). 3.79 (3H. s). 4.16-4.21 (2H, 
m), 4.69 (2H. s), 6.34 (IH. s), 6.82-6.91 (3H, m). 

6.99-7.02 (IH, m),7. 10-7. 15 (3H, m). 

: 144-146 t: im^imm : f^S^^^/^-n--- 

[0 343] %mm2 1 9 
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I{b4 0 4l 




1 0 8 •C#fc4-^ ^yV-3-(4-^/l-4-> y ^ 

'HNMR (DMSO-dg) 6: 2.01 (3H, s), 2.37 (4H. s), 
3.32 (2H, s). 3.57 (4H.s), 4.63 (2H, s), 7.23 (IH, 
d, J=8. 1 Hz), 7.38-7.54 (5H. m). 7.76 (2H,d, J=7. 
5 Hz). 7.84 (2H, d, J=8. 1 Hz). 8.04 (2H. d, J=8. 1 
Hz). 10.27 (lH.s). 

: 162-164 {^i^\tmk : mk^'f'f\^-'M 

4' V =¥i^-N-[4-p< ^/W3-(4-^/^3j^ y ^/W)-2 
H-i5^ P p< y-l-^M [1. 1' - tf :7 3:::i/^]-4-*/V7i^5^^>T 
^ K 

nk4 0 5] 




/W)-2H'iJ^ny >'-7-T^ V4rfflV^T. lll£«^J 1 tiRlliO 

^H NMR (DMSO-dg) 6: 2.00 (3H, s). 2.37 (4H. s), 
3.11 (2H, s). 3.57 (4H,s). 3.82 (3H. s). 4.63 (2H. 

s).7.07 (2H, d, J=8.7 Hz), 7.23 {IH. d. J=8. 1 H 
z), 7.38-7.40 (2H, m), 7.72 (2H, d, J=8. 7 Hz), 7.7 
9 (2H. d, J=8.4Hz), 8.01 (2H, d. J=8.4Hz), 10.23 

(IH, s). 

m/S. : 198-200 t: (Sfifb^JK : S^gfe^n^yV- 

[0 3 4 4] nmm 2 2 1 

N-[6-(4-^/U2h y =^/V:^ 5^/W)-7. 8-v^l: Vx2-2-^y^ 
u::i>ri/][l, r-ir:7 3:r=./u]-4-:3t;/V'3}?as^i/r^ K 

I^b4 0 6l 




1 0 9 T*#fc6-(4-^/WjJ^ y ^/V.)-7, 8-i^ 

fc Kn-2-:^7^^l^y7^:^5rffiV^T. *»«^li:f^« 

^H-NMR (CDCI3) 6: 2.34 (2H. t, J=8.4Hz), 2,45 (4 
H. m), 2.85 (2H, t, J=8.4Hz), 3.06 (2H. s). 3.73 
(4H, t, J=4.7 Hz), 6.36 (IH. s). 7.02 (IH. d, J=8. 
1 Hz), 7.36-7.78 (lOH, m). 7.93 (2H, d, J=8. 1 Hz). 

: 180-181 1: if^&imm : ftK^^/i-i^>r y 
mmm2 2 2 

6-(4-p«f'/^y3:::^/V)-N-[6-(4-^/^J^ V ^/vy ^/W)- 
Ut:4 0 7l 




#%fi9J 1 0 9 -e#fc6-(4-*yV'* U -/W^ ^/W)-7, 

39 (2H, t, J 
4 3 (7H. m) , 
J =8. 4 Hz) , 
, 3. 73 (4H. 



^H-NMR (CDCI3) 6 



= 8. 4 
2.8 5 



Hz) , 
(2H, 

3. 06 (2H. 
t, J = 4. 5 
s) , 7.0 3 
z) , 7.3 0-7. 
5 0 (IH, s) . 

7. 8 4 (IH, 
7. 97 (2H, 



2 
2. 
t, 

s) . 
Hz) , 
(IH. 

3 8 
, 7. 

d, J = 8. 1 
d, J = 8. 1 
d d, J =8. 



6.3 6 (1 H, 
d, J=8. 1 
(3H, m) , 
7 6 (IH, s 
Hz) , 
Hz) , 
4. 2. 



H 
7. 
) , 



s) . 



8. 2 4 (IH, 
Hz) , 9. 1 2 (IH. 

ia;&:233-234 °C 

-v^-r yT'nt^/vai-T^/v) 

[0 34 51 223 

4- (4-y "f-zi^y 3: -/w) -N- [6- (4-^/W2^ y ri/vy ^/w) - 

[{b4 0 8l 
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^H'NMR (CDCI3) 6: 1.65-1.75 (4H, m). 1.90 (2H, 
m), 2.27-2.43 (7H, m), 2.72 (IH, m), 2.79 (2H, t, 
J=7.5 Hz), 2.93-3.04 (4H, m), 3.72 (4H, m). 4.20 
(2H. d, J=11.7H2). 6.31 (IH, s), 6.39 (IH. s), 6. 
92 (IH, d, J=8. 1 Hz), 7.05-7.26 (6H, m). 

ia^ : 231-214 1: m^uimm : «6e^^/^-i>^ y 
mmm22 4 

4' f'/V-N-[6-(4-^;V7^: D f-/^)-7, t Kn 

-2-^-y^^ l/^/H [1. 1' -tf:7 3::=:/V]-4-*/V'7S:3ri/r ^ 
K 

[{1:4 0 91 




xxro 



^H-NMR (CDCI3) 6: 2.33 (2H, t, J=8. 1 Hz). 2.42-2. 
44 (7H. m), 2.84 (2H.t, J=8. 1 Hz). 3.06 (2H. a), 
3.72 (4H. t, J=4.2Hz), 6.36 (IH, s), 7.01 (IH, d, 
J=8. 1 Hz), 7.25-7.29 (2H. m), 7.37 (IH, d, J=8. 1 
Hz), 7.51-7.54 (3H, m), 7.68 (2H. d, J=8.1Hz), 7. 
85 <1H. s). 7.92 (2H, d, J=8. 1 Hz). 

: 196-197 (.m^itmB : mn:^^/^-'M V 
(0 3 4 61 m's&m2 2 5 

2'-p«f-/i-N-[6-(l-f n !) i?si>'U;><^/W)-7,8-5^fc Ko 
-2--r79 [1, 1' -tr7 a=-/V]-4-*>'l'sJ<=Sf->T 5 

K 

1 01 




: 177-178 ^ (Jfefe^k^ttt : ftK^^/Wi^>r V 
||%«i!l2 2 6 

4'-7/U::^-n-N-^f-/WN-[6-(l-b'n ]) v>:=^/V^ 

7, 8- V? b Kn -2-f 7 ^ l/::^;^] [1, 1' - If 7 a. ::i/V]-4-:^ 

[{b4 1 11 




xxro 



HCl 



;^)-7.8i^b V^'2-i'y^i^>r^y Z.mSk^ (315 m 

g, l.Ommol) ^N.N-v^^^/^Jti/Vi^T^ K (25ml) Id 
S^U. 4->^P^^m#^ (402 mg, 2.0 mmol) . W 
SC (383 mg. 2. Ommol) ^ HOBt (270 mg, 2. 0 mmo 

1) . DMAP (244mg, 2.0 mmol)Sr*D;t. ^a"t?16B$ffla 

3:67) \cxnm\.ito s?ta««:«flET"e«aib. i^?^ h 

^^ysL^lz-y" Kn:7 9^^ (10 : 1 5.5 ml) 

4-77^:tn^3i::i/Vl5 5K (73 mg, 0. 52 mmo 

1) . "rVy^:^ {h})y:^^/^^>^y^y) ^^y^y'O 

h. m^ (15 mg, 0.013 mmol) . 2N mkfVi^^ii^ 

mm (0.433 ml) sripx.. mm^m^T. 90^:^5.5^ 
Ai^xj-^v^yy-^- mmmm'.mm^^/^) \cxn 

^/WtcrS^SLX. mmit^m (lOSmg) 
^H-NMR (DMSO-de) 6: 1.92-1.98 (4H. m), 2.39 (2H, 
t, J=8.1 Hz). 2.73 (2H. t, J=8. 1 Hz), 3.00 (2H. 
m), 3.35 (3H. m), 3.44 (2H, m), 3.83 (2H, d, J=5. 6 
Hz), 6.62 (IH, s). 6.92-7.01 (2H, m), 7.11 (IH, 
s), 7.26 (2H. dd. J=8.9. 5.6 Hz), 7.38 (2H, d, J= 
8.1 Hz). 7.55 (2H, d. J=8. 1 Hz). 7.69 (2H. dd, J=8. 
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9. 5.6 Hz), 10.60 (IH, brs.). 

MA : 201-203 t: m&imm \:^^ J -fV-^M y 

FAB(pos) 441.2 [M+H]+ 
10 3 4 7] II16092 2 7 

(E) -3- {A-^uxiy aLZ^)V) -N- [6- [ ( p« ^JVT ^ J) ^ 
^;^]-5, 6, 7, 8-7" h 7 b Ko-2-:^7^' U-^/Vj-Z-T'n 
^l/T ^ K 
[^b4 12l 



14 t[s3«co«^f^«:tT5rtjCcto. mmit^^i 

MM. : 243-245 t: (jgfi^kSiE : ;^ ^ / -/Wi^^ V 
Hife^J 2 2 8 

6-{4-7« f-/W:7 3::=i/P)-N-[5-^ ^/We-d-f D y S^::!/^ 
/'f-Jl^)-7,S-i^\l Kn-2-'^-7^'U'::^/V.]:=:=J^yr ^ K 
[fb4 13l 




##^6 91?^§fc5-p«f^/W6-(l-tf n y v?c=:/l/^^/V')- 
7,8-:;'fc KP-2-^-:7^5^Ui/T^>'S:fflV^T. iait?9l 

it^ : 175-176 t: (^^{b^JK : V 

Tc^^^tFfffi C29H3oN30i:Lr 
ft^ia : C, 79.78; H, 6.93; N, 9.63 
lli^<i:C, 79.66; H, 6.97; N, 9.68 

[0 3 4 8] mMm2 2 9 
4'-P'yW:tn-N-[5-;^^>'W6-(l-lf n y ^/V)- 
7, 8-i^ t K n -2--^ :7 [1, 1' - 7 a; z^/V^A^:^ 

[{k4 14] 




: 199-201 t: (jeSfbSift : V 
T'd If /vol— 7^ 

7C*^WII Cg^aoPNgOi: LT 
tt»ffl:C, 79.06; H, 6.63; N, 6.36 
llg^ffi:C, 79.01; H, 6.81; N. 6.45 
2 3 0 

6-(4-:7/V';j-n 7a:n/l/)-N-[5p< ^/l^6-(l-en y i^z^L 
^/W) -7, 8- >^ fc K n -2--^ 7 9 z=,zi^i/T% 

V 

1 5] 




##^6 9-e#fc5-p«^/W6-(l-lf n i^in/W^ ^/V)- 
7,8-c;^t Ko-2-'^-:7^lx:x7^>'SrfflVNT. Illl£«^ 1 

ia^S : 204-205 ^ (JeftfkSSE : ftSe:J^^/U-v?-f y 

tfgffirC. 76.17; H. 6.39; N. 9.52 
Hg^ffl: C, 7 6. 0 3 ; H, 6. 44 ; N. 
9.6 2 
[0 3491 231 

4 - ( 4 - 7 3::=:/V)-N-[5-y f'/we-d-lf'n 
[{b4 16] 




##t?f6 9-e#y^c5-;?«^/L-6-(l-fcfn y v?:^/W^^y^)- 
7,8-i^t Kt3-2-^7^u:xT^^-Srffl^^T. HJKWl 



I 6 9 -C#fc5-;^ ^/V-6-(l-b'p y v?^/Wp^ ^/V)- 

gt^ : 172-173 t: (Sea^k^ii : ft^cn^/Wi^^ y 
^16«^J2 3 2 

4' ^/WN-[6-(l-lf n y >?:::/V.7« ^yU)-7, 8-v?h Kn 
l^^/HCl, l'-tr:7a:;:^>ri.]-4-*/U3j?:^lri^T^ 

K 

[{k4 1 7] 
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rcro 



5 4 T#fc6-(l-t*n i;>z=./V;^ ^JV)- 7, 

fit;^ : 176-177 iM^^mm : KK^c^^/U-i^-T y 
[0 3 5 0] ||%0g2 3 3 

nb4 18l 




iK^ : 178-179 t (jjgS^b^jft : g^»^^;Wi?^ y 

W*St4t:C, 79.40; H. 6.90; N, 9.92 
|l®^ffi:C, 79.13; H, 6.82; N. 10.03 

•mmm 234 

4'-;^ h^v--N-[5-p«^/W6-(l-l:'n y 

7,8-i>fc Kn-2-:^:7^' U':=-/^][l. I'-lf :7ai^/w]-4-* 

UtA 1 9] 




##t?!lB 9-C^|fc5-p<^/^-6-(l-t''P y i^c^/V^^/U)- 
7,8-i^t: Ko-2-:^:7^^'>'T^>'Srfflv^T. ^lEWl 

^H-NMR (CDCI3) 6: 1.78 (4H.m), 2. 10(3H, s), 2.37 
(2H, t, J=8. 1 Hz), 2.53(4H, m), 2.76 (2H, t, J=8. 1 
Hz), 3.28(2H,s), 3.87 (3H, s), 7.01 (IH. d,J=8.6 
Hz). 7.27 (2H, d, J=7.8Hz), 7.46 (IH. d, J=7.8H 



z), 7.48 (IH, s). 7.57 (2H, d, J=8.6Hz), 7.66 (2 
H, d, J=8.6 Hz). 7.81 (IH, s), 7.92 (2H, d. J=7.8 
Hz). 

: 179-180 t: {m^B^m^ : g^^:r^/Wi^^ y 

Ttm^mm CaoHaaN^Ogi tr 

lf»tt : C, 79.61; H, 7. 13; N, 6. 19 

*i^1i:C, 79.35; H. 7.28; N, 6.24 
[0 3 5 11 ^16fi^y2 3 5 

4-(4-^ h:3«^V^:7a::::i/W)-N-[5-^f'/W6-(l-t:-n y i:>=L 
/W;^^/V)-7,8-i>t V^-2"ry^ U;:i/W]-l-tf^y 

[{b4 2 0l 




##«?tj6 9 -e#fc5-7« ^/V-6-(l-lfn y ^/U)- 
7.8-2^t: K^-2-'^-:7^'UVT^>'4rfflV^-C. lllte«^J9 

^H-NMR (CDCI3) 6: 1.67 (2H. dd, J=13. 4. 4.0 Hz), 
1.78 (4H, m). 1.89 (2H, d, J=11.4 Hz). 2.07 (3H, 
s). 2.34 (2H. t. J=7.5Hz), 2.52 (4H. m). 2.68-2.7 
3 (3H, m), 2.98 (2H, t, J=7. 5 Hz), 3.26 (2H, s), 
3.80 (3H. s), 4.20(2H. d. J=13.4Hz), 6.36 (IH, 
s). 6.86 (2H. d, J=8.4Hz). 7.12-7.20 (5H. m). 

Bk^ : 163-164 1: {m^B^mwk : mm=^^/v-'M y 

:/n bVWrc--7^/v) 

7t^5>*f« CssHaTNgOail-^ 

tt^fiSiC. 75.13; H. 8.33; N. 9.39 

mmm: C, 74. 96 ; H. 8. 1 4 ; N. 

9.10 
^Jfe«»l2 3 6 

4- (4-^ h^rV7 3:ri/l/)-N-[6-(l-trnyi;f;::i>rV;?< 
^yw)-7,8-i;?b w=^/w]-l-if-<y i^^V* 

[{b4 2 11 




##0IJ5 4-C#^6-(l-tfn y i^n/W^/V)- 7,8-'^fc 
Kn-2-^-y^i$^U'>'T^y5rffiv^T. Hffi^J 1 i l^lt(7> 
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^H-NMR (CDCI3) 6: 1.61-1.91 (8H, m). 2.31 (2H, t. 
J=8.1 Hz). 2.54 (4H,m). 2.73-2.81 (3H. m), 2.98 
(2H, t, J=7.8Hz), 3.16 (2H, s). 3.79 (3H. s). 4.2 
0 (2H, d, J=13. 1 Hz), 6.31 (IH, s), 6.36 (IH, s). 
6.86 (2H, d. J=8.6Hz). 7.06-7.20 (5H. m). 
Mj^ : 175-176 t (j^fiftgjiSE : fte^^/V-i;>f y 

[0 3 5 2] mmm2 s ? 

4-(^yi^/^3^:^i/)-N-[6-(l-t!•^ ]) ^/^)-7.8 
nk4 2 2l 




5 4 T#fc6-(l-lf n y i^::^/!^;^ ^/V)- 7, 8-i^ t 
K^-2-:^yi$^u•>'T5>'^fflV^T. Hffi^^ 1 t 

ito 

: 174-175 t: (f^^imm : y 

TC^^^fli C28H3oN202«fcl-"^ 

tf^<I:C, 78.84; H, 7.09; N, 6.87 
lli^1i:C. 79.06; H, 6.99; N, 6.41 
[0 3 5 3] MMm 238 

4-(4-;^^/^7a:::i/^)-N-[5-p<^/W6-(l-fc''n U i^^^/U 
;^^yV)-7,8-v^b K n -2-^-7 ^ l/::i;v]-l-b'^y v^y 

Hk4 2 3j 

##«?!16 9 T#e>^^fc5-;^f•/W6-(l-lf n y i^:=iyl/7«^ 
/^)-7,8-v?b Kn-2-^>^>$^U>'T^ ^/^ffiV^T. Illfe 
«^ 9 9 i: l^«|c^»f^S:tT 5 C t »c i !9 . ^jS{b^«3S:» 

^H-NMR (CDCI3) 6: 1.65-1.78 (6H, m). 1.90 (2H, 
d, J=12.9Hz), 2.07 (3H, s), 2.33-2.37 (5H, m), 2. 
53 (4H, m), 2.68-2.74 {3H, m), 2.99 (2H, m), 3. 27(2 
H.s). 4.21 (2H. d, J=13.2Hz), 6.37 (IH. s). 7.09- 
7.21 (7H. m). 

ii^ : 159-160 1 m^Bimm : mst=^^/i^-i^^ y 

FAB(pos) 444.3 [M+H] + 

mmm23 9 



4-(4-7yU;^-n 7 3:=./P)-N-[6-(l-lf^ V i^-/i/pC ^ju) 
-7,8-i^fc Kd-2-:^7^ U-ywl-l-fc'^y v?V:*y^;}?:3lE^ 
i^T ^ K 
[^1:4 2 41 

##^1 1 4-e#?>J^fc6-(l-fc^-^y v;^=>rU;?«^/W-7.8 

Ife^ 9 9 t l^^og^f^SrtT 5 r i: Id i 9 , mmit^^i: 

^H-NMR (CDCI3) 5: 1.43 (2H, m), 1.56-1.75 (6H, 
m), 1.89 (2H, d. J=12.3Hz), 2.27-2.36 (6H, m), 2.7 
0 (IH, m), 2.78 (2H. t, J=7.5Hz), 2. 88-3. 00 (4H, 
m). 4.20 (2H, d, J=13.2 Hz), 6.29 (IH, s), 6.38 (1 

H. s), 6. 91-7. 08 (4H. m), 7.14-7.20 (3H. m). 

: 194-195 t: im&imm : ftgj^i^/v-^;;^ y 

[0 3 5 4] %]fi0!|2 4O 

4- (4-^ a: ^/V) -N- [6- (1- tr^ y e^::!/^^^ ^yV) - 
7, 8-v? t Kn -2-^-7 U::^/W]-l-lf'< y ^J>i3/U:^^ 
i^T ^ K 

[{k4 2 5] 

#%^1 1 4-C»5>IXfc6-(l-lf^y v^:=./l-;^^y^)-7,8 
1£^J 9 9 t l^^co^fPSrfT 5 w i: tci . ^M^b-^tiSr 

^H-NMR (CDCI3) 6 : 1.4 3 (2H, m) , 

I. 56-1.74 (6H, m), 1.90 
(2H, d, J = l 2. OHz) , 2. 27- 

2.3 6 (9H, m) , 2.6 9 (1 H, 
m), 2.79 (2H, t, J=8.1 H 
z), 2. 94-3. 01(4 H, m), 4.1 
9 (2H, d, J = 1 3. 2 Hz) , 6.2 
9 (IH. s) , 6.3 5 (IH, s) , 
6.9 3 (2H, d, J = 8. 1 Hz) , 7. 

05- 7.26 (5H, m). 

m^: 209-210 t: (^^&imm : mist^^ 

4- (4-;^ ^/i^y a: :=./U) -N- [6- [ {4-^ ^/W-1- fc"^ 7 v^:^ 
/V-) / f'/W]-7, 8- V? t K n -2-^ y 9 V==')V\-\- tf ^ ^ 
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Ut4 2 6] 



H3C 




J H 



CH3 



jijfitsi 9 9 1 l^fiiolftf^s^^T oztizx^. mm^t^^ 

NMR (CDCI3) 6: 1.62-1.77 (2H, m), 1.90 (2H, d, 
J=12.0Hz). 2.28 {2H,t. J=8. 1 Hz), 2.29 (3H, s), 

2.33 (3H, s), 2.46 (8H, bs), 2.64-2.73 (lH,m), 2.7 

9 (2H, t, J=8.1 Hz). 2.96 (2H. d, J=10. 5 Hz). 3.05 
(2H, s), 4. 19(2H, d, J=13.5Hz), 6.31 (IH, s), 6. 

34 (IH, s). 6.93 (IH, d, J=8. 4 Hz). 7. 04-7. 16 (5H, 

m). 7.23 (IH. s). 

ycm^Vfm C29H38N4O t LT 

tf^^t:C, 75.94; H, 8.35; N, 12.22. 

Hi^ffiiC, 75.67; H. 8.47; N. 12.27. 

iB^ : 214-216 t: (f^^imm :'rh7fcKn:79 

> - ^-y-i^) 
(0 3 5 5] mmm 242 

4- (4-7< h =^ V7 a: ri/V) -N-[6- [ (4~7« ^/V-l- 
:=./V)p«^/^]-7.8-v^t \^u-2-^y ^ 

[^b4 2 7l 




»^mi 0 6-e#e>ttyt6-[(4-p«^/Wl-b-^9i^^>'^) 

^HNMR (CDCI3) 6: L 68-1. 76 (2H, m). 1.89 (2H. d. 
J=ll. 1 Hz), 2.29 (2H.t. J=8. 1 Hz), 2.29 (3H, s), 
2.46 (8H. bs), 2.64-2.71 (IH, m), 2.79 (2H, t, J=8. 
1 Hz). 2.82-3.03 (2H, m), 3.05 (2H, s), 3.80 (3H. 
s), 4.19 (2H,d. J=12.6Hz), 6.31 (IH, s), 6.34 (1 
H, s). 6.87 (2H. d. J=8.7 Hz), 6.93(1H. d, J=8. 4 H 
z), 7.06 (IH. dd, J=8.1, 2.1 Hz), 7.14 (2H. d. J= 
8.7 Hz), 7. 23 (IH, s). 

ytm^^m C29H38N4O2 t ur 

tt^SlitrC. 73.38; H. 8.07; N. 11.80. 
^g^<it:C, 73.04; H, 7.95; N, 11.67. 
St^ : 198-200 t m&imm : THF"n--v=^1^ 



4- (4-^ ta n :7 3i::^yW)-N-[6-[(4-;?f ^/l^-l'\f^y 

M 7« -7. 8- 1: K n -2-:^ 7 ^ u r^/u] -1- If ^ ]) i> 

[^t:4 2 8l 



##{?yi 0 6-e#e>nfc6-[(4-^^/^-i-b--<7v^^/v) 

;^^y^]-7,8-v^b Vu-2-')-y^ UVT^ V^ffll^T. 
*JSi?y 9 9 t l^«<^»f^^r^T 5 c t i 19 . ^jSib^^J 

^HNMR (CDCI3) 6: 1.64-1.76 (2H, m), 1.90 (2H, d, 
J=ll.l Hz). 2.29 (2H,t, J=8. 1 Hz), 2.29 (3H, s), 
2.46 (8H, bs), 2.66-2.72 (IH, m), 2.79 (2H, t, J=8. 
1 Hz), 2.81-3.03 (2H. m), 3.05 (2H. s), 4.20 (2H. 
d. J=12.6 Hz),6.31 (IH, s), 6.34 (IH, s). 6.93 (1 
H, d, J=7.8Hz). 7.04-7.07 (IH, di),7.14 (2H, d. J= 
8.4 Hz), 7.22 (IH, s). 7.28 (2H, d, J=8.4 Hz). 
m& : 201-203 *C {f^&imm I'rVyyiVuyy 

[0 3 5 6] 244 

[l.l'-tf:7 3i:^/V]-4-*/V7R:3j-iyT$ K 
[^b4 2 9] 




##t»Jl 1 6-C#P)tlfc2-[(i^;<^/l'T5/')^f-/V]-l 

5i.m^vfm C2SH24N2O • 0. 5H2O t LT 

tf^tt:C,79.55; H.6.68; N, 7. 42. 
||f^i[:C,79.38; H,6.76: N,7.34. 
FAB(pos) 369.2 [M+H]+ 

Mi^ : 187-189 ic m&imm : mst=^'^^^-'M 

llffi^2 4 5 

4'-7;u:tn[l, l'-tr7a:=/l']-4-*/W^=¥i/T^ K 
l{b4 3 0l 




1 6-c#e)ixfc2-[(-:?;»«^/V'r$/)7«^>'v]-i 
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FAB(pos) 387.2 [M+H]+ 

: 209-211 t: (m^simm : S^^=^^/l^-'M 

[0 3 5 7] 246 

4' u D-N-[2-[ (>^p< ^/VT ^ y ) ;^ ^/1^]-1H-^ 
:^-6-f /^ICl. l'-tr7iriz^/^]-4-;3&yW2K:^i/7^ K 
Ut4Zl] 

^nm 1 1 6 T# e>tiyb2-[ (^^^ ^^vr ^ y ) p< ^/v]-i 

: 218-220 (HSfa^k^jK : 

FAB(pos) 403.2 [M+H] + 

4*-^ p n-N-[2-(l-t'n y i^nyv^ ^;W)-3, 4-i^l: Kn 
-2H-1, 4— <VX:t:^i^i^>'-6-<yW][l. I'-tT^oiri/U]- 
4-:^;V7K^i/T^ K 
nk4 3 2] 




1 1 7 -C#?5tvfc6-T ^ y-2-b''n y 
/W3, 4- t K P -2H-1. 4--< >^ /:^=^f - Srffi V >T . 

^H-NMR (CDCI3) 6: L 70-L 90 (4H, m), 2.50-2.70 
(4H, m), 2.73 (2H, d, J=6.0Hz), 3.18-3.24 (IH, m), 
3.45-3.49 (IH, m), 3.87 (IH, brs), 4. 26-4. 28(1H. 
m), 6.61 (IH, dd, J=2. 7, 8.4 Hz). 6.80 (IH, d, J= 
8.4 Hz), 7.26 (IH, d, J=2. 7 Hz), 7.44 (2H, d, J=8. 
4 Hz), 7.55 (2H, d, J=8.4 Hz). 7.64 (2H, d. J=8. 1 
Hz). 7.71 (IH. s). 7.91 (2H. d. J=8. 1 Hz). 
iB^ : 221-222 t (IgSfb^aE : i^^ V >^ci t^/l^o:- 
r/w) 

1 0 3 5 8 1 mmm 2 as 

4'-7/V:^-n-N-t2-(l-l:'p y S^:=i/W;^ f-/V')-3,4-i^t K 
n -2H-1. /V] [1. 1' - If 7 a: - 

nb4 3 3] 




##^1 1 Tr^%hixtL^'r%y-2'\fuy)i^=L;v^^ 
/i-3.4-v^t Ka-2H-l.4-^>':/:;d-=^1^v^y^^/HV^T. 

^H-NMR (CDCI3) 6: 1.70-1.90 (4H. m), 2.50-2.70 (4 
H. m). 2.73 (2H. d. J =6.3Hz). 3.18-3.24 (IH. m). 
3.45-3.49 (IH, m), 3.88(1H, brs), 4.24-4.30 (IH, 
m), 6.62 (IH. dd. J=2. 7. 8.4 Hz). 6.80 (IH, d, J= 
8.4 Hz). 7.13-7.19 (2H, m), 7.26 (IH, d, J=2. 7 H 
z), 7.56-7.60 (2H. m). 7.63 (2H. d. J=8.4 Hz), 7.7 
1 (IH. s). 7.90 (2H. d, J=8.4 Hz). 
mj/Ss : 204-206 t: (JgfaftS^aE : y T'n \fjVzsL^ 
X/V) 

%mm2A9 

6-(4-;?«^;^73i:=:/v)-N-[2-(l-l^p y i^=^ji^:^f'M' 
3, 4-i^fc Kn-2H-1, 4-^^^X:^-:^1^i^>^-6-f 

[{b4 3 4l 




^^mi 1 7-e#?>tlfc6-T^y-2-lfn!;i^:=i;W^^ 
/W3.4-v^t Kn-2H-l,4-^V>/:^^f-v>:/4rffll^r. 

^H-NMR (CDCI3) 6: 1.70-1.85 (4H, m), 2.43 (3H. 
s), 2.50-2.70 (4H, [d),2. 74 (2H, d, J=6.3Hz), 3.19- 
3.25 (IH, m). 3.45-3.49 (IH, m), 3.90 (lH,brs). 4. 
27-4.29 (IH, m). 6.63 (IH. dd, J=2.4, 8.7 Hz), 6.8 
1 (IH, d, J=8. 7Hz), 7.26 (IH, d. J=2.7Hz). 7.31 
(2H, d, J=8. 1 Hz), 7.67 (IH, s), 7.81 (IH, d, J=8. 
1 Hz), 7.93 (2H. d, J=7.8Hz), 8.21 (IH, dd, J=2. 4, 
8.4 Hz). 9.09 (IH, d. J=2.4 Hz). 
MiS. : 207-208 t: (jgftftSJSE : tT/Wo:- 

[0 3 5 91 WSm 250 
4-(4-7/^3|-n:7 3in/U)-N-[2-(l-fc'n y f^/V-) 
-3,4-S^fc Kn-2H-1, 4-^i^X;r=¥i^'^^^-6->r/^]l-t^ 
^y ^^l/^ )Vifs^^yr ^ K 

l{k4 3 5l 
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, .JUI?~t> 



'H-NMR (CDCI3) 5: 1.60-1.90 (8H, m), 2.50-2.70 (5 
H, ffi), 2.71 (2H, d, J=6.3Hz), 2.91-3.00 (2H, m), 
3.15-3.21 (IH, brs), 3.42-3.45 (IH, m), 3.77(1H, b 
rs). 4.15-4.25 (3H, m), 6.20 (IH, s), 6.38 (IH. d 
d, J=2. 1, 8.4 Hz), 6.73 (IH, d, J=8.4Hz), 6.91 (1 
H, d, J=2.1 Hz), 6.97-7.03 (2H, m), 7.14-7.19 (2H, 
m). 

MM. : 192-195 ^ m^imWk : V^xi If/Vrn^ 
X/W) 

%W§^ 2 5 1 

4' n n-N-[4-(p<^/W;^>'W^:=^/W)-2-(l-fn U -^^^ 
^/V)-3, 4-i^ t Kn-2H-1, 4-^>'X:t=3rf-2^>'-6- 
r-ify3i:=:;u]-4-*;W3J^^VT^ K 

l<b4 3 6] 




CH3 



#^^J1 1 8*T?#e)^^fc6-T^y-4-(^f•yv;^/^^^^ 
;l^)-2-t:*n y i^ri/U^ f-;W3, 4-v^ t Kn-2H-1, 4~^>^ 

'H-NMR (CDCI3) 6: 1.75-1.85 (4H, m), 2.55-2.70 (4 
H, m), 2.78 (2H, d, J=6.0Hz), 3.04 (3H, s), 3.27- 
3.34 (IH, m), 4.24-4.31 (IH, m), 4.31-4.35 (IH, 
m). 6.98 (IH, d, J=8.7Hz), 7.45 (2H, d. J=9.0 H 
z), 7. 50-7.60 (IH, m), 7.53 (2H, d, J=9.0Hz), 7.6 
7 (2H, d, J=8.4 Hz), 7.84 (IH, s), 7.84 (IH, brs). 
7.94 (2H, d, J=8.4 Hz). 

: 203-204 t: im^m^ : V^n t^/Uai^ 

X/1-) 

[0 3 6 0] *J£^J 252 
N-[6-[(4-;^ ^/Wl-tf-<? i^-/l^) ;^ ^>'^]-7, 8-t^ t K 
xi-l-^y^ U:=./V'] [1, l*-tf73:riyW]-4-*>'V3ESdr^>'r 
^ K 

I{b4 3 7l 




CH, 



##«f!|l 0 6T?#e>nfc6-[(4-7«^/V-l-tr^7?^=-'0 

■m,m 1 1 i^«<oi*f^srtT 5 ^ t i t) . ^mwL'^m^ 

*HNMR (CDCI3) 6: 2.31 (3H, s), 2.33 (2H, t, J=8. 
1 Hz), 2.49 (8H, bs),2.84 (2H, t, J=8. 1 Hz). 3.07 
(2H. s), 6.36 (IH. s). 7.02 (IH, d. J=8. 1 Hz). 7.3 
5-7.52 (5H. m). 7.63 (2H. d, J=8. 1 Hz). 7.71 (2H. 
d, J=8.I Hz), 7.80 (IH. s). 7.94 (2H, d. J=8. 1 H 
z). 

: 196-198 t: : BF^^^/V-) 

4' -i^ f-/v-N-[5-;>« f-;w-6-[(4-.?« ^/u-l-lf^^ ^^=/w) 
^^^] -7. 8-i^ b K o -2--^- y 9 u=-/V/] [1. 1' - if 7 s 

l{k4 3 8l 

CH. 




1 5-e#?>ixfc5-p<9^>'W6-[(4-^^/l^l-f^ 

^HNMR (CDCI3) 6: 2.08 (3H. s). 2.29 (3H. s). 2.3 
4 (2ft t. J=7.8Hz), 2.42 (3H. s), 2.45 (8H, bs). 
2.75 (2H, t. J=7.8 Hz). 3.16 (2H. s), 7.26-7.30 (3 
H. m). 7.44 (IH, d, J=8.4Hz). 7.53-7.55 (3H, m), 
7.70 (2H, d, J=8.4 Hz), 8.00 (IH, s), 7.93 (2H. d. 
J=8.4 Hz). 

iH;^ : 212-214 X, (ii^ffi^H^a : ftSl^i^/V) 

[0 3 6 11 %m\2 5 4 
4' -pt h^fv'-N-[5-p' ^yV-6-[(4-^ =i-)V-\-\i^7 'y=- 
/W) ^ t K n-2-^7 9 [1. 1' - tr7 

3i=,/l/]-4-*>'l'*^i^r5 K 

H114 3 91 



##t»Jl 1 5t?^P)ttfc5-;>«^/W6-[(4-p<^/l-l-l^'-« 
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y JV) ^ -7. 8- t K n -2-^ y 9 \^^yT 

NMR (CDCI3) 6: 2.08 (3H, s), 2.29 (3H, s). 2.3 
4 (2H, t. J=7.8 Hz), 2.45 (8H, bs). 2.75 (2H, t. J 
=7.8 Hz). 3.16 (2H, s), 3.87 (3H, s), 7.01 (2H. d, 
J=8.1 Hz), 7.27 (IH, d, J=8.4 Hz), 7.44 (IH. d, J 
=8.4 Hz). 7.51 (IH. s). 7.58 {2H. d, J=8.4Hz). 7. 
67 (2H. d. J=8.4 Hz). 7.81 (IH, s). 7.92 (2H. d, J 
=8.4 Hz). 

gt^ : 215-217 t: {%h\mWk : 6^^:^:^/^) 
W8^^ 5 5 

4' -7/W:^P-N-[5-7« ^yW-6-[(4-7f ^yWl-lf^5 s;:=i 
/^)7f ^/V']-7.8-i^t Yxi'^-iry^ U:=^/^][l. l'-lf7 

Ub4 4 0] 

CH. 




CH. 



\ 1 5-e#?>jLfc5-7<^;v-6-[(4-^^;wi-t^-: 

NMR (CDCI3) 6: 2.08 (3H, s). 2.29 (3H. s), 2.3 
4 (2H, t, J=7.8 Hz). 2.46 (8H. bs), 2.75 (2H, t. J 
=7.8 Hz), 3.16 (2H, s). 7.17 (2H, d, J=8.4Hz), 7. 
28 (IH. d. J=8.4 Hz), 7.44 (IH, d, J=8.4 Hz), 7.51 

(IH, s), 7.57-7.62 (2H, m). 7.66 (2H, d. J=8. 4 H 
z). 7.82 (IH, s), 7.94 (2H. d, J=8. 4 Hz). 
Bl^ : 233-235 X. iMMmWk : g]FK^^/V) 

[0 3 6 2] %W$^2 5 6 
4' p n-N-[5-p« ^/U-6-[(4-p« ^)\^\-\f^yi>^fyy) 

/w]-4-;t7;wi?:Vi/T^ K 
[^k4 4 11 

CH, 




CH. 



#%«?i|l 1 5-e#e>ixfc5-^^/W6-[(4-;^^/W-l-l^-< 
y i^::^/)^) ^ ^yV]-7. 8-^:> t Yx2-2-^y 9 V^yT 

^H NMR (CDCI3) 6: 2.08 (3H, s), 2.29 (3H, s). 2.3 
4 (2H, t, J=7.8 Hz), 2.46 (8H. bs), 2.75 (2H, t, J 



=7.8 Hz), 3.16 (2H. s), 7.28 (IH. d, J=8.4 Hz), 7. 
43-7.47 (3H, m). 7.51 (IH, s), 7.56 (2H, d. J=8.4 
Hz). 7.67 (2H. d. J=8.4 Hz). 7.80 (IH. s). 7.94 (2 
H. d, J=8.4 Hz). 

18;^ : 216-218 t: (leSfliSiei : fte:i:^/W) 

%mm2 5 7 

6-(4-i5^ n D 73ir:/V)-N-[5-7f f->'W6-[(4-;< ^ywi-t* 
^^i;;-/W);<^/W]-7,8-v^fc Yn-2-^y9\^^)V\=^ 

I{k4 4 2l 

CH, 



^CH. 



1 5"C#e>nfc5-^^/W-6-[(4-^^/Wl-tf^ 
7i>^/V')p«^;v]-7,8-:^t Kn-2-:h7^u>r ^ yS: 

^H NMR (CDCI3) 6: 2.09 (3H. s), 2.29 (3H. s), 2.3 
5 (2H, t. J=8. 1 Hz), 2.46 (8H, bs), 2.75 (2H, t, J 
=8.1 Hz), 3.16 (2H, s), 7.28 (IH, d, J=8. 4 Hz), 7. 
43-7.50 (4H, m), 7.83 (2H, d, J=8. 4 Hz), 8.01 (2H, 
d. J=8.4 Hz), 8.27 (IH. d. J=8. 4 Hz). 9.13 (IH. 
s). 

: 219-221 t: (^feftSjK : mSL^^)^^) 
[0 3 6 3] 258 
5- (4- ^ n n :7 zc -N- [5-^ ^^^-6- [ (4- :^ ^/Wl- f 
^9 v^^/W ^ '^;w]-7. 8-i^ fc Yn-i-ty^ vz^tvYi- 

[{1:44 3] 



CH, 




0 r'YS^O 



#%{?ill 1 5-e#?>nyc5-p«^/W6-[(4-p<^yWl-t^^ 
5>^^;W)^^/P]-7,8-v^t Kn-2-:^:7^U'>'T^ :/$r 

^H NMR (CDCI3) 6: 2.09 (3H, s). 2.29 (3H, s), 2.3 
5 (2H, t, J=8. 1 Hz), 2.45 (8H, bs), 2.77 (2H, t, J 
=8.1 Hz). 3.16 (2H, s), 7.30 (IH, d, J=8. 1 Hz), 7. 
49-7.63 (6H, m). 8.05 (IH, dd. J=2.4 Hz, 8.4 Hz). 
8.36 (IH, d. J=8.1 Hz). 8.79 (IH, d, J=1.2 Hz). 9. 
97 (IH, s). 

: 177-179 t im^\m^ : ^k^^^^) 
5 9 
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[<b4 4 4] 




#%^J 1 1 5 X-nhMzh-:^ f->'W6-[(4-7« ^/Wl-fc*^ 

NMR (CDCI3) 6: 1.60-1.78 (4H, m), 2.05 (3H, 
s), 2.28 (3H, s), 2.29 (2H, t, J=8. 1 Hz), 2.33 (3 
H, s), 2.46 (8H, bs), 2.65-2.72 (3H, m), 2.93-3.03 
(2H, m). 3.13 (2H, s), 4.18-4.23 (2H, m), 6.40 (1 
H, s), 7.09-7.24 (7H, m). 

mM. : 176-178 : ft»:n^/u-.n-^ 

[0 3 6 4] *3feff!l2 6 0 
4- (4- V^i/yzc =l;V) -N- [5- P< ^/V-6- [ (4- P« ^/W- 1- 

[^k4 4 5] 




1 5T*#ibixfc5-^^/W6-[(4-^^/Wl"fc°--e 

NMR (CDCI3) 6: 1.68-1.92 (4H. m), 2.05 (3H, 
s), 2.28 (3H, s), 2.29 (2H, t, J=8. 1 Hz), 2.45 (8 
H, bs), 2.67-2.72 (3H, m), 2.95-3.02 (2H, m), 3.14 
(2H, s), 3.80 (3H, s), 4.18-4.22 (2H, m), 6.36 (1 
H, s), 6.87 (2H, d.J=8.4Hz), 7.12-7.21 (5H, m). 
m^Ss : 175-177 t (Sgfi^b^jft : SFK^^^^/W) 

%mm 2 6 1 

4-(4-:^^ n n :7:i:n/^)-N-[5-;>< f'/W6-[(4-pi ^/Wl-t' 

^9^:^^/^)p«^/^]-7,8-i^fc v^'2-'ry^\^==-/^'\-i- 

['fk4 4 6l 




1 1 5 TWibttfcS-p^ ^>'V-6-[(4-;^ ^/Wl-fc-^ 
7 v?::^/W) p< ^/W]-7, 8-v^t Vu-2'i'y^\yyr 

NMR (CDCI3) 6: 1.67-1.92 {4H, m). 2.05 (3H. 
s), 2.28 (3H, s), 2.29 (2H, t, J=8. 1 Hz), 2.45 (8 
H, bs), 2.67-2.72 (3H, m), 2.95-3.02 (2H, m), 3.14 
(2H, s). 4.18-4.23 (2H, m), 6.36 (IH, s), 7.13-7. 
30 (7H, m). 

St^ : 141-143 t: (^^Bimm : »S&:^^/^) 

10 3 6 51 MMm 2 6 2 
4-[(4->5r D n :7 (7 3::=./W) y f'/l']-N-[4-;^ ^/W 
-3-(l-l:'a y i^in/v^ f'/U)-2H-^^ npt >'-7--Y/^]-l-t:" 

1^4 4 71 

##0ijl 0 7'e?ff44-y^/W3-(l-b'ny^^ 
;U)-2H-i5'P7«>'-7-T^:x^;^VNT> Ili£^j9 9tl^^t 

NMR (CDCI3) 6 : 1.7 6 (4H, s) , 
2.0 1 (3H, s) , 2.4 2 (4H, 
t, J = 5. 1 Hz) , 2.4 9 (4H, 
s) , 3.2 2 (2H, s) , 3.4 8 (4 
H, t, J = 5.1 Hz), 4.24 (1 
H, s) . 4.6 8 (2H, s) , 6.2 3 

(IH. s) , 6.7 7 (IH, s) , 

6. 96 (IH, d, J = 8. 7 Hz) , 

7. 09 (IH, d, J = 8. 7 Hz) . 7. 
19-7.6 1 (9H, m) . 

: 1 0 4-1 0 6 m^simm : ^M^^ 

mMm2e 3 

N- (2, 2-i^ 7 a: =i/l^:xL^M -N* -[4-;^ ^/l/-3- (1- 
>^ri/^;»t ^/V)-2H-^ n >-7-^ M ^ VT 
[{b4 4 8] 
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NMR (CDCI3) 6: 1.76 (4H. s). 1.99 (3H, s). 2.4 
9 (4H, s), 3.22 (2H, s), 3.83 (2H. t, J=7. 8 Hz), 
4.18 (IH. t, J=7.8Hz). 4.66 (2H, s). 4.96 (IH, 
s). 6.48 (IH. s). 6.57 (IH, s). 6.69 (IH, d, J=8. 1 
Hz), 6.98 (IH. d.J=8. 1 Hz). 7.20-7.30 (lOH, m). 
: 166-168 t m&itmm : RK^^/P-n--^ 

[0 3 6 6] mMW2 6 4 
H-lA-^ ^/W3-(l- t'n U ^/l')-2H-^ n ^ W 

->f/i-]-3,4-i?b Kn-2(lH)-^y + / V ^i^A^if^^^yr 

^ K 

[{t:4 4 9] 




1 0 7 -e#fc4-^ f-y^-3-(l-b*n y 
/^)-2H-i5^^;^y-7-T^>'5:fflV^T. IIJ6«?II 9 9 1 

^H NMR (CDCI3) 6: 1.76 (4H. s). 2.02 (3H. s). 2.4 
9 (4H, s), 2.92 (2H, t. J=6.0 Hz), 3.23 (2H, s). 
3.71 (2H, t, J=6.0Hz), 4.65 (2H. s), 4.68 (2H. s), 
6.43 (IH, s), 6.86 (IH. d, J=1.8 Hz). 7.02-7.22 
(6H. m). 

: 135-137 m^\mWk : RKoi^/w-n-^ 

'mm 2 6 5 

N-[4-p« f-yw3-(l-lf n y ^^zz.)V:^ ^/^)-2H-^ n ^ y-i 
i^=L/u)-i-\f^\) i>i^:)3jv^i^i^T 

^ K 

[{b4 5 0l 




mm 1 

(1) ^m\2 b^%hfitzit'^m 

(2) 



10 7 ■C#fc4-P' ^yWS-d-fc'n y ^ 

/^)-2H-^J'^;<>^-7-T^>'?:fflV^T. *Jg«ai9 9tl^« 

*H NMR (CDCI3) 6: 1.27-1.89 (14H. m). 2.02 (3H, 
s), 2.49-2.51 (9H. m), 2. 83-2. 90 (2H, m), 3.23 {2H. 

s), 4.08-4.12 (2H, m), 4.68 (2H. s). 6.31(1H, s). 

6.80 (IH, d, J=2.4 Hz), 6.98 (IH, dd. J=2.4 Hz. 
8.4 Hz). 7.09 (IH. d. J=8. 4 Hz). 

: 98-100 m^imm : ftKni^/i.-n— ^ 

[0 3 6 7] 266 
2- (A-/ f-/W6-:t y-2-:7 31 n/u-l, 6->? t K d -5- fc" 
y ^ i^:=:yV')-N-[4-7f ^/W-3-(l-lf n y ^/W)-2 
H-:^^ P p{ >'-7--r /W] r -fe h T ^ K 

[{k4 5 1] 




10 7 t?#fc4-p< f-/W3-(l-t^n y e;:=./Wpf ^ 
/W)-2H-^ n V-7-T ^ HJfeW 1 t mmtO 

^H NMR (CDCI3) 6: 1.76 (4H, s), 1.98 (3H. s). 2.4 
9 (4H, s), 2.61 (3H, s), 3.22 (2H, s), 3.65 (2H. 
s). 4.65 (2H. s), 6.86-7.00 (4H, m), 7.54 (3H, s). 
8.01 (2H, s), 8.87 (IH.s). 

gli;^ : 255-257 t m^Bitmm : RK^^/W-n--^ 
=^ri^^) 

mmm2 6 7 

^yy)V 2-[[4-;'f'/W3-(l-fc^n y ^y:=:^)V:^-^')V)-2Yi' 
n ;^ /U]T ^ / ]-2-;*-^ y :ii^/U*yW<^ - h 

[{1:4 5 2] 




^nm 1 0 7 -e#fc4-p< ^y'w-s-d-if n y ^ 

/W)-2H-i5^ n;^ y-7-T ^ VSt.SVnT. HJfeW 1 tl^^cO 

^H NMR (CDCI3) 6: 1.78 (4H, s), 2.03 (3H. s), 2.5 
3 (4H. s). 3.26 (2H, s). 3.99 (2H. d, J=4.8Hz). 
4.71 (2H. s), 5.17 (2H, s). 5.50 (IH. bs), 7.00-7. 
14 (4H, m), 7.36 (5H. s), 7.80 (IH, bs). 

: 143-145 X, : RK^i^/i^-n— - 

[0 3 6 8] 

5 Omg 
3 4nig 
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(3) h!?^n=ii^iR» 




1 0. 6mg 


(4) h!>^n3e/iR«& {(D^m 




5mg 


(5) :^'rrVy^^^^i^'>^ 




0. 4mg 


(6) :^;/i/7S=3iri/'p<f'yvir/U'n— ;^;57/^v'!>.A 


2 O mg 




«• 


1 2 Omg 


- (6) SrS-g^L, ^£3^^ll«S:^V^T 


[0 3 6 91 








(1) sjfe^ai-ewfcJxfcfk-s-te/ 




5 Omg 


(2) V-:^ 




3 4mg 


(3) h^r^en=3viR)t& 




1 0. 6mg 


(4) 




5mg 


(5) ^T^ry ^^sfe^^^^i^i^A 




0. 4mg 


(6) */l/5K^rV7«f^/l^/^n— 


2 Omg 



^m\c'^^^±u (1) - (6) tis^t. mm^m\^^x 

1 0 3 7 0 1 1-1 y y h JgS3fecDNASrfflv^yS: 
PCRfeiC J: :5 7 y hSLC-1 S^*)CcDNA(^ti<l 
9y hflg63!^poly (A) *RNA vi-y^r iy ^ it) Sr» 

ofco iJ'j^^RNA PGR ver. 2^5/ 

v\ ia?ij#-i-: l*3<t^/2o^^DNA7'7^-^-^:fflv^ 

RJt^mom^\t. cDNA»M5 /zU '^^DNAT'^^-^-^ 
0.4/iM. 0.25 mM dNTPs. pfu U hy^i^->^) DNA 

-T/Wf-^f (/^— ^^VJi/W-tt) ^^\^\ 94 

• eoe^coiDf^o^. 94t: • 60S>. eot: • 3o#. 72t: • 

[0 3 7 11 1-2 ?cm^<r>:^y^^ K-<:^ 
^ -^<7) >^ ^ n — ^ ^^te <t tfl* AcDNAlS^> (0:fiSia 

##^?y 1 - 1 -Ctr^iofcPCR^c^SiJSSfel^o. 8 

DNA^[H]ltXbfCo PCR-Script™ Amp SK(+) :^ 

=3j^:yh {:^hy^i^-y^) (Diili:)^\c%\^\ InJiRLfeDN 

ASr:/^;^:^ K-<i!^^'-pCR-Script Amp SK^^i^:/^^ 



If 12 Omg 
n-:::iy^L:feo ^ HSt^ v^:^^ P t T =3 ^ (Escheric 
hia coli) XL-1 Blue (:^hy^i^-» K^Xl^Xm 
Wm^Vtcm. cDNA#A»f>H'5rifo^n^vSrr^/b'i/ 

Visits xm-gai^^tsim^^m^xm^L. efe^ 

Ux Jf$Se«lf<cE. coli XL-l hlne/yy hSLC-lS:# 

i^^U. QIA prep8 miniprep {^T^V^ ^fflVNt:/ 
7;^^ KDNASriSKLfCo ^$^L/cDNA<^-gB^fflV^-CSJ 
KSmSal I*5J:t;Spe Ilc J:5§3»f^r^r/<^v\ JfA^H 
TV^5S^*cDNA»r>i-<^:j'c#^Sr?tSUfc. *Sga3^Jco 
ft^<7)fc*<^Sl^^J'iDyeDeoxy Terminator Cycle Sequen 
ce Kit {/<-^>':t/U-^-tt) S^fflV^-C^T^.^V^, 

C-li^'^'/^^® (Sa?IJ#-^: 3) *:n~Ki-5cDNAia^lJ 
(Lakaye, B. et aL Biochim. Biophys. Acta, Vol. 1 
401. pp. 216-220 (1998). accession No. AF08650) 60 
5* tllCSal mSaSa^iJ/i^f+JpL. 3' tliCSpe mfl^ga^iJ 

4) o 

[0 3 7 21 1-3 7 bSLC-l^mCH0^HJia(O 

#^^J 1-2 -ega?iJ^5]K|M^ *xfc5 y hP*^c0SLC-l 
0±S7^/^ia?aSr=i-- Kb. 5' IMlcSal lElifia?«J 
;65#JraU. *fc3' flJtciSpe mi«il?iJSrf+JD 
imx^^lt'^'y^^ KJCioTJI^Ke«l$nfcE^ col 
iO^ n — yi^Plasmid Midi Kit {^T^V^ Sr>^ 
VN-Cy^?;^^ KSrliSSiU $!jPI»?^SalI*5J:U^Spe It? 

ttafc**)^. risxi-7.^fvt^hii ^ y y "Cf] 9 ffl 

>f :^1h-bDNASrSal IfcilJ^Spe I-C§]»f Lfc»iKl»Sa 
ISaffl-^^i^-::^^;^^ KpAKKO-lllH (Hinuma, S. et 
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al. Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 
(1994) latgOpAKKOl. 1 IH 1 1^— 0-<^ ^—^y:^^ 

yS:^T3iV^, Se5im^>^7;^^ KpAKKO- SLC-l€r 
«^UfCo pAKKO- SLC-l-ejgffte^bfcE^ coli DH5 
(h-a-jK-) Srft*^. PlasmidMidi Kit (^T^ 
Vtt) SrfflV^TpAKKO- SLC-loy^^^ KDNA^r^JSt 
fco ::lx5rCellPhect Transfection Kit {T-^i/^J^y 

oTOio dhfr"fflfia{c^ALfco 10 n^mm^^jy^ti 

/Ui/'?AtcO*ttiSIS?eft 24^Wt&(C5 X 10^*fc 
m X lO^ffitDCHO dhfr")aJ3a5:MaLfclO cmv^-Y-V^ 
(C^Lfco lO%!?^>!&J«liL^S:'&tfMEMa»%'^10ra 
^«tfc^. ^ftU S*ii*«6T*fc2)10%gff'?v^il&ja 

T*JsmLT< 5SLc-i^acHoaj!a-e*>5jgKte«ii»jaco 

[03 7 3] 1-4 !y hSLC-1 U-feT'^' 

-Se!BInRNA<^^m^:<^iSv^CHO/ SLC-ljWBa»(^>®«^ 

1-3 ■C«S:$^^fcCHO/ SLC-l»56i7 P-:/<7)^ 
gyy hSLC-ll^'^y^^-Se'KinRNA(D5l^»SrCytosta 
r T Plate (T-^Vir r>'V'-^i^T^^-f ^X^tt) 

fCo CHO/ SLC-ltt^O^iJ' n — ^/^rCytostar T Plate(D^ 
welH;:2.5 X 10*ffl-foSaLT24^PflJg«Lfc«. 10 

o^J^;^•^ y J:oT*fflfl&«r@3gLfco ^weilto. 25% 

Triton X-lOOSr^^JO Lr*fflia<^SiS14^fotf ^^S 
7-</^bfcE?iJS-^ : 5(Z)riboprobe^Jn;tT/N-l'P^y 
^-f X^iirfCo 20 mg/ralORNaseA<&#welll;:JPxTjeg| 
OriboprobeSrtmbU 7^1^- h J: < J*^Lfc«. ^> 
^ 7" D X LfcriboprobeOiScttSttSrTopcounter-C 
SJ^LfCo iJcMett(^i«VN»;55mRNA^^l:;d5il5v\ mRNA 

[ 0 3 7 4 J 1-5 k hSLC-1 cDNASr^tp:?'? 

Y(DWm 

t: hB&ilflgS3KcDNA library (SUPERSCRIPT'™ cDNA Lib 
rary;GIBCOBRLtt) S:> Genetrapper cDNA positive sele 
ction system (GIBCOBRLtt) — ^T/^tCt^oT . 7 
r — Fl 3iy K^;^ l^r— ¥S^ffl\/^r. DNAiClnick^r 

in^mfb-rsrtlcj:?). i*«fc Ml&jaj!856*cDNA li 

brary^r^SJ LfCo Kolakowski Jr. 6 (Kolakowski Jr., 
et al (1996) FEES Lett. Vol. 398, pp. 253-258) (O 

U^f-Y (accession No. U710920 1434-1451 J^ltiS) 
(7)3* pl^^SlCbiotin-H-dCTPSrTeriDinal Deoxynucleotid 
yl T^ansferaseS:fflV^T#*DL. biotinlb:^ y 

/W;:S6ofco l*©t H&iSjeS**cDNA library 4/igSr 



95t:T?15>»aLfc«. 7k±Tlg.?ftU biotinfk;*-y =/ 

U-:/hr Ifv^^tr— X5riD;t. MAGNA-SEP Magnetic Par 
tide Separator (GIBCOBRLtt) SrfflV>T. biotin^k^y 

*^cDNA5:^gL, Kolakowski Jr. ^(O^^ (Kolakows 
ki Jr. , et al (1996) FEES Lett. Vol. 398, pp. 253- 

258) JcS-:5v>Tf^S!UfciB?a#^: 7 <o^^7i^'} 

^Uir'f-Y (accession No. U71092<^1011-1028lcti 
^) SOng^Z/^-f-^-lCUr-Tz^^TyWCfi&oXffiM® 

[0 3 7 5] ##09 1-6 *«ILfc k hSLC-1 cDNA^ 

1 -^X'^hfX^tz^y^ ^ K5rELECTR0MAX™DH10 
B™Cells(c:^UiJ^ hn^^U-v-aV-jfe-C^ALTJ^KIs 
jftbfc^, cDNA»A»f>T*SrSFO^n-:^«rTVl^^>y V 
&UtX-gal«:^t^LB*^Jgttl*-C®*iL. Sfi^Mi-^ 

gfefefrE. coli. DH10B/hSLC-l^#/Co <i>«r(7)i5^ a- 
^-Srrytfvy >^Sr^tfLB^*-e-Bfe^«U. QIA prep 
8 mini prep (^T^^-tt) St^VnTX^^ ^ KDNA*:» 
iSLfCo ^SSM9:'&<Dlt}sb(OK]tAt^ DyeDeoxy Termi 
nator Cycle Sequence Kit (/-?— ^yic/W— It) ^ 

:L\mhfifzmmmt>^-Y'r^T ^ /mm (E?a 

S-^: 9) fi. Lakaye^c^aS (Lakaye, B. et al. (1 
998) Biochem. Biophys. Acta, vol. 1401, pp. 216-22 
0) ^CioV^T. t: hSLC-K^SB^llSr^tpb hS^fetoNABB 

?IJ (accession number:Z86090) ^htl^X^XyyVSLC 
-It^hmm^fltLmmt LT«S^^tirv>fct hSLC-1 

^ts^y:^^ K(-<t^?l^Kte^i^Escherichia coli DHl 
0B/phSLClL85r I FOioiTJ^N I EHJ^l^KLybo 
[0 3 7 6] 1-7 fc M&J«BE56*cDNAS:fflV> 

fcPCRSfediSfc: bSLC-lcDNACOii*i 
'J-l^ V y y':fm\zx. ^ ^ P-^^^^-^^^Xfc t hSLC-1 

Di^hm^i^^t^^y^x virmmtu mm^: 1 

0*5 J; VI i(o^mm':fy^-7—tmm^^: 1 2*3 

J:U^1 3^7)•&^DNAX7-r-^-S:>Sv^TPCRffi(CJ:^ii♦i 
Sr-ttimtr^^o^to «I#<^ii<@DNAS:fc hSLC-l(S) 
^#C0ii*iDNASrfc hSLC-l(L) t^^febfco ^fiK 

iMtcsijRs^^sai i(Dmm-r^m.mimmn\^f\^. * 

fc3* fflStcfflPS^^Spe I<o^affi1-?>JgSia?iJ;6Sf+2ni$tb 
Si 51::. 5' ffl!l*3J:W iMlc^:tu^^ix<^>»J[5»^<^a 
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tt. t bSLC-lDNAiajiJSr-^tp:/?;^^ m§l5 flU 
'g^^DNAT'^^ -^-#0.4^1^. 0.2 mM dNTPs. pfuDNAT}? 

60?J?OJP^<^S. 94t: • 60fi^. 57t: ' 60#. 72t: • 150 
g>(Di^^^5^/wSr25[iIjg!i«5iSU. l:mt-72't: • lO^i^^ttU 

C-lDNAiB?iJ€:-^i>7^7:^^ KfllMS nU -g-^RDNA^^ 
9^^— >g.o.4;^M. 0.2 mM dNTPs. pfuDNA^ U ^ 7— if 

0,5 Ml:J^it)^»^l-f^M(7)/^:y:7r--c% ^S/Sails 
0 iilt\.fZo m^<^tii^o^^ ^ Mt-f—^y^^^ ^ 

(D^. 94t: • 60#. 60t: • 60«>. 72^ • 3^(D'^^ ^ 
^imWk'O'^y^. ftm(-72t: • 105>«aLfCo iitlMtl 

<D%mt. o.8%T:^fn-;^y/v«^j*i!j(D^, rc^i;? 

[0 3 7 7] ##fi«J 1 - 8 PCRStlOT'^;^ ^ 
?lJO»g?llJ: ^iiticDNAgajiJcO^© 

1 - 7 -c?T2^i:ofcPCRa^<DS:;S:K«)tt0. 8 

DNASriaiRLfco PCR-Script™ Amp SKO 

A^rT'y;^^ K^iJ^^-pCR-Script Amp SKO--f->^^ 
a— n^-i/LfCo l:T y ( Escheric 

hia coli) DH5 a competent cell (1 — 3— sK— ) 
ALr?l^«te^t/c^. cDNA#A6?f)t?rJ$oi:^t3-yS: 
TVb'v^y y*5j:m-gal^^t^LB*^Jgitfctt^-tSK 

V^T5>^iU t hSLC-1 (S)(D?^gC^^E. coli DH5a 
/hSLC-KS) ^ fc hSLC-1 (L)(7)Ji^Ktei&<*L ££ii I^H5a 
/hSLC-l(L)^#/Co <@>Jf0^n--y^T>'t'^i/y 
tJ^LBi*S6-C-Sft«^L^ QIA prep8 mini prep (^rT^ 
^^tt) S^ffiv^-C7'9^^ KDNA«rSSKUfco gBSSbfcDNA 

o-sps^fflv^-r»J[!BS^*sal i*5<tt;^spe w^x.^'m^^ 

^T?iv^, i¥A$tiX^^^S^f*:cDNA»f>t^O:/ct ^SrSfcB 
Lfco igSaa^yco^SOfc*<?:>S:;SJiDyeDeoxy Termina 
tor Cycle Sequence Kit 4r^V^ 

LTga^iJ*-^: 1 0*5<tU51 lO-g^^DNAT'^^f-r-t? 
^S#i$^^S-<#DNAiaJlJ (iE^J#^ : 14) dSitJ^k 

hsLc-iae^^ftst \^xmm^ : 1 2^6j:i/i 3 
(D-g^^DNAT^^^-v-t^tiji^jxs-^tDNABa?!] (ga 

?IJS^: 15) icm^^ti-^bfco 
1 0 3 7 8 1 1-9 b hSLC-1 (S) ISS^OiO^BSa 



##fl»J 1-8 -eSE^W^fllE $ ttfc t h SLC-1 (S) t . t h 

SLC-i(L);5»5^A^ix:fe:/7;^^ K(;iioT?l^Kte^*H 

fcE^ coliO^ a — »9Plasmid Midi Kit {^T 
*t) Srffli>Ty7^^ KSrfSSSiL. »JPS»*Sal 1*5 J: 
U^Spe I-efflSfLT-Y^f— bSB5>*r^'9tBU^Co -f:/ 

1^•-^DNA^^mM^^ci^J#. 

. :JrciD/J>/UAttffl, j:^y-/^itlR«rtT?S:oriH]it5lL 
fco bDNASrSal lifciU^Spe I-T^WLfc 

iSifem^affl^iJ^^-::^^^^ KpAKKO-lllH (Hinum 
a. S. et al. Biochim. Biophys. Acta, Vol. 1219, pp. 
251-259 (1994)EttOpAKK01. \mhWi—(r>^^ 9 
y7.% K) tcio^. I^y^^-:^ 5^fflv^T5 
^y-i>'^>'?^^T^c^v^. KpAKKO-hS 
LC-1 (S) t pAKKO-hSLC-1 (L) LfCo pAKKO-hSLC-1 

(S) *5 i U«pAKKO-hSLC-l (L) TJI^Rteft UfcE^ coli DH5 
(|._g-;}?— ) Plasmid Midi Kit (^T 

yytt) ^fflV^rpAKK(^hSLC-l(S) tpAKKO-hSLC-KU^T) 
7^7;^^ KDNA^r^MbfCo ^Itl^CellPhect Transfect 
ion Kit (r'^V-^A'7r>'l^"^i^T/M:^7'^*h) 

fee 10 /igCDDNASrU >'K:^/l^i/^7^^^^*ifcM»^ 
L. 24^P^Bfll^5 X 10^*fcl^l X lO^iSOCHO dhfr"^ 

!&*»aibfcl0 cmiX^-I/lcm*PUfco io%e^v^i&ja 
iliL«Sr-&tpMEMa^tfl-ei0P^ig«Lfc^. **f^U • 
^ife-Cfc 5 10%SW VB&illfiLW tP^^^^MEM a 
«J«lt?*«Lfco SS^^ia4'-eiimLT<Sb hSLC-1 
(S) ae-?-*ACH03W^-C&5J^Kte«l»B)!&^O=it3::^-5 
6^n->^t5<tU^. bSLC-KL) »e^«ACHOffl!a'C 
h^Wm^mm<r> ^ n ^-ei n - ViSr^lW L/Co 
[0 3 7 9] #%0yi-l 0 t l>SLC-l(S)*3cfct;b h 
SLC-1 (L) mRNA(D|6afi<0i^V^ae^«A»^ll&«e<^S« 
1-9 -Cati* ttfcCHO/hSLC-1 (S) W56>> n - V 
*5 i tKHO/hSLC-1 (L) ^61 ^ n - V OmRNAO^^mS SrCyt 
ostar T Plate {T "iy ^ T f"^^ ^^T ^"^^ ^ty- ^ 
a) Sr^v>, j^^OT'n h=»/w{;iSfoTEJ^T<0i5l-»J 
JgUfco CH0/hSLC-l(S)tt*3<tt5CH0/hSLC-l(L) t*(^^ 
i^^P — >'?rCytostar T PlateCD^welU;:2. 5x 10^{@To 
fiiaLT24B#Ffl^«Ufc^. 10%3j-v^-^Ii>i::J:oT^i 
SaSrH^tbfco «-welllc:0.25% Triton X-lOOSr^iDb 

1 6(7)riboprobe^^3DxT/^-<:/y iJ^^X^^fCo 20 mg 
/ml(:ORNaseASr^welUCiDX.T3SSI<^riboprobe4rtg^b 
U ^W-bSrJ:<ffi}^Lfc«. /N>f:^y^^>rXLfcri 
boprobeCDtfeitf£tt*Topcounter'CSySU^o SfcltiStt 
cDil5V^tt;0>mRNA5l3^»;65i^v\ mRNA^ml:<:0ii5v^ 7 ^ 
xi-vcn^t^h. t3-v#■^57§:±^cfflv^fCo 
[0 3 8 01 SI»C«J 1 ft»{k:-g^fe<7>GTPy S/W Vv'^f 
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1-10 -Q^btlit t hS\£-imWM(m!&i^ 

tz]) i^mm^mi^m^ (ph 7.4) irt i^xx/y y 

hSLC-l^mCHOiBQS&(lxlO®<@)4rSS$'^. iSi>U/Co 
aBSao^l^:y HC4^^V^^— h/^>y :7r — (10 mM NaHCO 
3 . 5 mMEDTA. pH 7.5)5:10 mlJjQ^. hnV/^^v? 
■*--YlF-«rfflV>TJ^^i^^-hLfco 400Xg'C155>ra]a 
LT# ?>ixfc±«Sr ^ b I- 100. 000 x g-Cl^KS'L^ 

-r^<y7r-[50 mM Tris-HCKpH 7.5). 1 mM EDTA. 0. 
1% BSA(57i^JiLfST/^:/^y). 10 mM MgC12. lOOmM Na 

cu imm GDP (^ry vys* -zy v») , 0.25 mM pm 

SF(:7a:::^/V'7<f'/V:^/V'2^^/^:7/V:t7-f K)^ Img/ml 
^y^^f'f'y. 20 mg/ml n^><7'^>', lOmg/ml 7;^- 
;^ 7:^-7^ Ki^ltClSaU 100.000XgTl^WiS'^L 

fco fl:»«5fcLTlH]iR$*x;fclggi5>S:WU^20 ml cor y 

96'Kyu-h\c, T5^ir^/^>:y7r---eflr5RLfcSLC-l 
^mcHO*CBSaKli5^l7iMl5r5>atfc«. DMSO^iST** 
^Lfc3xl0"^^ MCH2m1. a>irC^SSl^*3KLfcS^i^ 
ib'g^fe^lS2/iU *5j:i;[^^S]-<Juanosine5' -(y-thio) 
[SEQUENCE LISTING] 

<;I10>; Takeda Chemical Industries, Ltd. 
<;120>; Melanin Concentrating Hormone Antagonist 
<;130>; B00261 
<;150>; JP 11-266298 
<;151>; 1999-09-20 
<;150>: JP 11-357889 
<;151>; 1999-12-16 
<;150>; JP 2000-126272 



triphosphate ttSD 25/xl«r. ^il^ti 
^Lfc(jfflSaffi^SS : 20Mg/mK [^^S] -Guanos ine 
5' -{y-thio)triphosphate^Sg : 0. 33nM)o C<^SJS 
?$Sr25t:'Cl^Pfl1. ^WUit^bR^^^'^fc^^. 
7-</^^-(GF-C)iSrfflV^TK§l5IiL, ^b\^m¥i& 
(50mM Tris-HCljg®*^ pH7. 5) 300/z ITSEffii^Lfco 

-cas^ufco )!S^[a«^ (%) ^{it^mb mchst^sapl 

tt)/ (MCHi^^J!jptfctto;Ktltfttt-DMSO^iS?r^ 
LfcirtOirfeltStt) xlOOtLT. jg^ffi*^ (%) 

j5*e>fb^4&(^ic5offi*sw ufco 

[0 3 8 1] jS*S:«Tl-/1^ro 



BSatt (IC» ( i ; n M) 



[0 3 8 ^^^ 



90 
40 



{%m(0^^\ it^m (I) . (D fciU^^rtvbco 
fittfcMCHS§*Sgl^ffl*WtT*5 9. BESS 

[0 3 8 3] 



<;151>; 2000-04-20 

<;160>; 16 

<;210>; 1 

<;211>; 32 

<;212>; DNA 

<:213>; Artificial Sequence 
<:220>; 

<;223>; 

<;400>; 1 

GTCGACATGG ATCTGCAAAC CTCGTTGaG TG 32 

<;210>: 2 

<;211>; 32 

<;212>; DNA 

<;213>; Artificial Sequence 
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<:220> 
<;223> 
<;400>; 2 

AaAGTTCAG GTGCCnTGC nTCTGTCCT CT 32 

<;210>; 3 

<;211>; 353 

<;212>; PRT 

<;213>; Rat 

<;400>; 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

15 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met Pro Ser Val Phe Gly 
35 40 45 



Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 

210 215 220 

Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 



275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 
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290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<;210>; 4 
<;211>; 1074 
<;212>; DNA 
<;213>; Rat 
<;400>; 4 

GTCGACATGG ATaGCAAAC CTCGTTGCTG TCCACTGGCC CCAATGCCAG CAACATCTCC 60 
GATGGCaCG ATAATCTCAC ATTGCCGGGG TCACCTCCTC GCACAGGGAG TGTCTCCTAC 120 
ATCAACATCA TTATGCCTTC CXSTGTTTGGT ACCATCTGTC TCCTGGGCAT CGTGGGAAAC 180 
TCCACGGTCA TCTTTGCTGT GGTGAAGAAG TCCAAGaAC ACTGGTGCAG CAACGTCCCC 240 
GACATCTTCA TCATCAACCT CTCTGTGGTG GATCTGCTCT TCCTGaGGG CATGCCTTTC 300 
ATGATCCACC AGCTCATGGG GAACGGCGTC TGGCACTTTG GGGAAACCAT GTGCACCCTC 360 
ATCACAGCCA TGGACGCCAA CAGTCAGHC ACTAGCACCT ACATCaCAC TGCCATGACC 420 
ATTGACCGCT ACTTGGCCAC CGTCCACCCC ATCTCCTCCA CCAAGTTCCG GAAGCCCTCC 480 
ATGGCCACCC TGGTGATCTG CCTCCTGTGG GCGCTCTCCT TCATCAGTAT CACCCCTGTG 540 
TGGCTCTACG CCAGGCTCAT TCCCTTCCCA GGGGGTGCTG TGGGCTGTGG CATCCGCCTG 600 
CCAAACCCGG ACACTGACCT CTACTGGTTC ACTCTGTACC AGTTTTTCCT GGCCTTTGCC 660 
CTTCCGHTG TGGTCATTAC CGCCmTAC GTGAAAATAC TACAGCGCAT GACGTCTTCG 720 
GTGGCCCCAG CXTTCCCAACG CAGCATCCGG CTTCGGACAA AGAGGGTGAC CCGCACXXX:C 780 
ATTGCCATCT GTCTGGTCTT CTTTGTGTGC TGGGCACCCT ACTATGTGCT GCAGCTGACC 840 



CAGCTGTCCA TCAGCCGCCC GACCCTCACG TTTGTCTACT TGTACAACGC GGCCATCAGC 900 
TTGGGaATG aAACAGCTG CCTGAACCCC TTTGTGTACA TAGTGCTCTG TGAGACCTTT 960 
CGAAAACGa TGGTGnGTC AGTGAAGCCT GCAGCCCAGG GGCAGCTCCG CA(XGTCAGC 1020 
AACGCTCAGA CAGCTGATGA GGAGAGGACA GAAAGCAAAG GCACCTGAAC TAGT 1074 
<;210>; 5 . 
<;211>; 262 
<;212>; RNA 
<;213>; Rat 
<;400>; 5 

GCGAAUUGGG UACCGGGCCC CCCCUCGAGG UCGACGGUAU CGAUAAGOIU GAUAUCGAAU 60 
UCCUGCAGCC CGGGGGAUCC GCCCACUAGU UCAGGUGCCU UUGCUUUCUG UCCUCUCCUC 120 
AUCAGCUGUC UGAGCGUUGC UGACCGUGCG GAGCUGCCCC UGGGCUGCAG GCUUCACUGA 180 
CAACACTAAG CGUUUUCXiAA AGGUCUCACA GAGCACUAUG UACACAAAGG GGUUCAGGCA 240 
GCUGUUAGCA UAGCCCAAGC UG 262 
<;210>; 6 
<;211>; 18 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; 

<;400>; 6 
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CAACAGCTGC CTCAACCC 18 

<;210>; 7 

<;211>; 18 

<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; 

<;400>; 7 



CCTGGTGATC TGCCTCa 18 

<;210>; 8 

<;211>; 1275 

<;212>; DNA 

<;213>; Human 

<;400>; 8 

TAGGTGATGT CAGTGGGAGC CATGAAGAAG GGAGTGGGGA GGGCAGTTGG GCTTGGAGGC 60 

GGCAGCGGCT GCCAGGCTAC GGAGGAAGAC CCCCTTCCCA ACTGCGGGGC TTGCGCTCCG 120 

GGACAAGGTG GCAGGCGCTG GAGGCTGCCG CAGCCTGCGT GGGTGGAGGG GAGCTCAGCT 180 

CGGHGIGGG AGCAGGCGAC CGGCACTGGC TGGATGGACC TGGAAGCCTC GCTGCTGCCC 240 

ACTGGTCCCA ACGCCAGCAA CACCTCTGAT GGCCCCGATA ACXTTCACTTC GGCAGGATCA 300 

CCTCCTCGCA CGGGGAGCAT CTCCTACATC AACATCATCA TGCCTTCGGT GTTCGGCACC 360 

ATCTGCCTCC TGGGCATCAT CGGGAACTCC ACGGTCATCT TCGCGGTCGT GAAGAAGTCC 420 

AAGCTGCAa GGTGCAACAA CGTCCCCGAC ATCTTCATCA TCAACCTCTC GGTAGTAGAT 480 

aCCTCTTTC TCCTGGGCAT GCCCTTCATG ATCCACCAGC TCATGGGCAA TGGGGTGTGG 540 

CACTTTGGGG AGACCATGTG CACCCTCATC ACGGCCATGG ATGCCAATAG TCAGTTCACC 600 

AGCACCTACA TCCTGACCGC CATGGCCATT GACCGCTACC TGGCCAaGT CCACCXXATC 660 

TOTCCACGA AGHCCGGAA GCCCTCTGTG GCCACCCTGG TGATCTGCCT CCTGTGGGCC 720 

CTCTCCTTCA TCAGCATCAC CCCTGTGTGG CTGTATGCCA GACTCATCCC CTTCCCAGGA 780 

GGTGCAGTGG GCTGCGGCAT ACGCCTGCCC AACCCAGACA CTGACCTCTA CTGGTTCACC 840 

CTGTACCAGT TTTTCCTGGC CTTTGCCCTG CCTTTTGTGG TCATCACAGC CGCATACGTG 900 

AGGATCCTGC AGCGCATGAC GTCCTCAGTG GOXCCGCCT CCCAGCGCAG CATCCGGCTG 960 

CGGACAAAGA GGGTGACCCG CACAGOCATC GCCATCTGTC TCGTCTTCTT TGTGTGCTGG 1020 

GCACCCTACT ATGTGCTACA GCTGACCCAG TTGTCCATCA GCCGCCCGAC CCTCACaiT 1080 

GTCTACTTAT ACAATGCGGC CATCAGCTTG GGCTATGCCA ACAGCTGCCT CAACCCCTTT 1140 

GTGTACATCG TGCTCTGTGA GACGHCCGC AAACGCHGG TCCTGTCGGT GAAGCCTGCA 1200 

GCCCAGGGGC AGCTTCGCGC TGTCAGCAAC GCTCAGACGG CTGACGAGGA GAGGACAGAA 1260 

AGCAAAGGCA CCTGA 1275 
<;210>; 9 



<;211>; 422 
<;212>; PRT 
<;213>; Human 
<;400>; 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 

15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 
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35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He lie Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 

130 135 140 

Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT lie His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 



195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 

370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
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420 



<;210>; 10 
<;211>; 31 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; 

<;400>; 10 

GTCGACATGG ACCTGGAAGC CTCGCTGCTG C 31 
<;210>; 11 
<;211>; 31 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; 

<;400>; 11 

ACTAOnCAG GTGCCmGC TTTCTGTCa C 31 
<;210>; 12 
<;211>; 33 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>; 

<;223>; 

<;400>; 12 

AGTCGACATG TCAGTGGGAG CCATGAAGAA GGG 33 
<;210>; 13 
<;211>; 33 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 



<;223>; 
<;400>; 13 

AACTAGTTCA GGTGCCTTTG CTTTCTGTCC TCT 33 

<;210>; 14 

<;211>; 1074 

<;212>; DNA 

<;213>; Human 

<;400>; 14 

GTCGACATGG ACCTGGAAGC CTCGCTGaG CCCACTGGTC CCAACGCCAG CAACACCTCT 60 
GATGGCCCCG ATAACCTCAC TTCGGCAGGA TCACCTCCTC GCACGGGGAG CATCTCCTAC 120 
ATCAACATCA TCATGCCTTC GGTGTTCGGC ACCATCTGCC TCCTGGGCAT CATCGGGAAC 180 
TCCACGGTCA TCTTCGCGGT CGTGAAGAAG TCCAAGCTGC ACTGGTGCAA CAACGTCCCC 240 
GACATCTTCA TCATCAACCT CTCGGTAGTA GATCTCCTCT TTaCCTGGG CATGCCCTTC 300 
ATGATCCACC AGCTCATGGG CAATGGGGTG TGGCACTTTG GGGAGACCAT GTGCACCCTC 360 
ATCACGGCCA TGGATGCCAA TAGTCAGTTC ACCAGCACCT ACATCaCAC CGCCATGGCC 420 
AnGAOCGCT ACCTGGCCAC TGTCCACCCC ATCTCTTCCA CGAAGTTCCG GAAGCCCTCT 480 
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GKXmCCC TGGTGATCTG CCTCCTGTGG GCCCTCTCCT TCATCAGCAT CACCCCTGTG 540 

TGGCTGTATG CCAGACTCAT aCCTTCCCA GGAGGTGCAG TGGGCTGCGG CATACGCCTG 600 

CCCAACCCAG ACACTGACCT CTACTGGTTC ACCCTGTACX: AGTTTTTCCT GGCCTTTGCC 660 

CTGCCTTTTG TGGTCATCAC AGCCGCATAC GTGAGGATCC TGCAGCGCAT GACGTCCTCA 720 

GTGGCCCCCG CXTTCCCAGCX; CAGCATCCGG CTGCGGACAA AGAGGGTGAC CCGCACAGCC 780 

ATCGCCATCT GTCTGGTCTT CTTTGTGTGC TGGGCACCCT ACTATGTGCT ACAGCTGACC 840 

CAGTTGTCCA TCAGCCGCCC GACCCTCACC TTTGTCTACT TATACAATGC GGCCATCAGC 900 

TTGGGaATG CCAACAGCTG CaCAACCXX: nTGTGTACA TCGTGaCTG TGAGACGTTC 960 

CGCAAACGCT TGGTCCTGTC GGTGAAGOCT GCAG€X:CAGG GGCAGCTTCG CCaCTCAGC 1020 

AACGCTCAGA CXKXTGACGA GGAGACGACA GAAAGCAAAG GCACCTGAAC TACT 1074 
<;210>; 15 
<;211>; 1283 
<;212>; DNA 



<;213>; Human 
<:400>; 15 

AGTOACATG TCAGTGGGAG CCATGAAGAA GGGAGTGGGG AGGGCAGTTG GGCTTGGAGG 60 
CGGCAGCGGC TCaAGGCTA CGGAGGAAGA CCCCCTTCCC AACTGCGGGG CTTGCGCTCC 120 
GGGACAAGGT GGCAGGCGCT GGAGGCTGCC GCAGaiGCG TGGGTGGAGG GGAGaCAGC 180 
TCGGnCTGG GAGCAGGCGA CCGGCACTGG CTGGATGGAC CTGGAAGCCT CGCTGCTGCC 240 
CACTGGTCCC AACGCCAGCA ACACCTCTGA TGGCCCCGAT AACCTCACTT CGGCAGGATC 300 
ACCTCCTCGC ACGGGGAGCA TCTCCTACAT CAACATCATC ATGCCTTCGG TGHCGGCAC 360 
CATCTGCCTC CTGGGCATCA TCGGGAACTC CACGGTCATC TTCGCGGTCG TGAAGAAGTC 420 
CAAGCTGCAC TGGTGCAACA ACGTCCCCGA CATCTTCATC ATCAACCTCT CXX;TAGTAGA 480 
TCTCCTCTTT CTCCTGGGCA TGCCCTTCAT GATCCACCAG CTCATGGGCA ATGGGGTGTG 540 
GCACTTTGGG GAGACCATGT GCACCCTCAT CACGGCCATG GATGCCAATA GTCAGTTCAC 600 
CAGCACCTAC ATOTGACCG CCATGGCCAT TGACCGCTAC CTGGCCACTG TCCACXXCAT 660 
CTCTTCCACG AAGTTCCGGA AGCCCTCTGT GGCCACCCTG GTGATCTGCC TCCTGTGGGC 720 
CCTCTCCTTC ATCAGCATCA CCCCTGTGTG GCTGTATGCC AGACTCATCC CCTTCCCAGG 780 
AGGTGCAGTG GGCTGCGGCA TACGCCTGCC CAACCCAGAC ACTGACCTCT ACTGGTTCAC 840 
CCTGTACCAG TTTTTCCTGG CCTTTGCCCT GCCTTTTGTG GTCATCACAG CCGCATACGT 900 
GAGGATCCTG CAGCGCATGA CGTCCTCAGT GGCCCCCGCC TCCCAGCGCA GCAT(XGGCT 960 
GCGGACAAAG AGGGTGACCC GCACAGCCAT CGCCATCTGT CTGGTCTTCT TTGTGTGaG 1020 
GGCACCCTAC TATGTGCTAC AGaGACCCA GTTGTCCATC AGaXX:CCGA CCCTCACCTT 1080 
TGTCTACTTA TACAATGCGG CCATCAGCTT GGGCTATGCC AACAGCTGCC TCAACCCCTT 1140 
TGTGTACATC GTGCTCTGTG AGACGTTCCG CAAACGCTTG GTCCTGTCGG TGAAGCCTGC 1200 
AGCCCAGGGG CAGCTTCGCG CTGTCAGCAA CGCTCAGAGG GCTGAaAGG AGAGGACAGA 1260 
AAGCAAAGGC ACCTGAACTA GTT 12 
8 3 

< 2 1 0> 16 
<211> 420 
<212> RNA 

< 2 1 3 > Huma n 
<4 0 0> 16 

CAAAAGCUGG AGCUCCACCG CGGUGGCGGC CGC 
UCUAGCC CACUAGUUCA GGUGCCUUUG 6 0 

CUUUCUGUCC UCUCCUCGUC AGCCGUCUGA GCG 
UUGCUGA CAGCGCGAAG CUGCCCCUGG 120 
GCUGCAGGCU UCACCGACAG GACCAAGCGU UUG 
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CGGAACG UCUCACAGAG CACGAUGUAC 180 
ACAAAGGGGU UGAGGCAGCU GUUGGCAUAG CCC 
AAGCUGA UGGCCGCAUU GUAUAAGUAG 240 
ACAAAGGUGA GGGUCGGGCG GCUGAUGGAC AAC 
UGGGUCA GCUGUAGCAC AUAGUAGGGU 3 00 
GCCCAGCACA CAAAGAAGAC CAGACAGAUG GOG 
AUGGCUG UGCGGGUCAC CCUCUUUGUC 360 
CGCAGCCGGA UGCUGCGCUG GGAGGCGGGG GCC 
ACUGAGG ACGUCAUGCG CUGCAGGAUC 420 



(51) Int. CI. ^ SRSUIE* F I f-^a-K 

A6 1K 31/445 A6 1K 31/445 4 C0 8 6 

31/4453 31/4453 4 C 2 0 6 

31/4458 31/4458 4 H 0 0 6 

31/451 31/451 

31/454 31/454 

31/4545 31/4545 

31/47 31/47 

31/496 31/496 

31/5375 31/5375 

31/538 31/538 
A6 1P 3/04 A6 1P 3/04 
3/10 3/10 
9/10 10 1 9/10 10 1 

15/00 15/00 

19/02 19/02 

25/28 25/28 

43/00 1 1 1 43/00 1 1 1 

C 0 7 C 233/44 C 0 7 C 233/44 

233/80 233/80 

235/42 235/42 

235/56 235/56 

235/84 235/84 

237/22 237/22 

237/42 237/42 

237/48 237/48 

255/56 255/56 

271/28 271/28 

275/42 275/42 

311/21 311/21 

323/19 323/19 

323/62 323/62 
CO 7D 211/14 CO 7D 211/14 

211/16 211/16 

211/18 211/18 

211/22 211/22 

211/26 211/26 
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211/30 


211/30 


211/34 


211/34 


211/52 


211/52 


211/58 


211/58 


211/62 


211/62 


211/70 


211/70 


213/82 


213/82 


215/38 


215/38 


265/36 


265/36 


295/12. 


295/12 


311/04 


311/04 









4C031 JA07 










3^:^»o< tfm:fe^«BlfS1077#%50 




4C054 AA02 AA05 


CC03 


CC04 


DDOl 


(72)ISM# 


< «m*^ft 3 T a i2#i6 1 n 


tea 


EEOl FF05 
FF30 


FF08 


FFU 


FF12 








4C055 AAOl BAOl 


BA02 


BA05 


BA08 


(72)ISW# 






BA13 BA16 


BBOl 


BB02 


CA02 




^*jmo<«m»H2Tg5#i6j3 « 




CA08 CA34 


CA58 


CB04 


CBIO 




;^ iJ^ :31TB »305-g- 




DAOl DA08 


DA34 


DB04 


DBIO 


(72)igeg# 






4C056 AA02 ABOl 


AC03 


AD02 


AEOl 




3S«(»o < «m 1 T a i2#3o-^ 




BA03 BA07 


BA13 


BBOl 


BCOl 




^^>';^Z(O&305 




EA06 EBOl 
4C062 EE99 FF03 


ECOl 












4C086 AAOl AA02 


AA03 


BA03 


BA05 








BA08 BA13 


BA15 


BBOl 


BB02 








BC08 BCll 


BC13 


BC17 


BC21 








BC28 BC38 


BC42 


BC50 


BC69 








BC71 BC73 


BC74 


GA02 


GA07 








MAOl I1A04 


NA14 


ZA15 


ZA45 








ZA70 ZA81 


ZA96 


ZC02 










4C206 AAOl AA02 
HA28 MAOl 


AA03 
MA04 


GA07 
NA14 


GA31 
ZA15 






ZA45 ZA70 


ZA81 


ZA96 


ZC02 



ZC42 



4H006 AAOl AB27 


BJ50 


BMIO 


BM30 


BM71 BM72 


BM73 


BNIO 


BN30 


BP30 BP60 


BQ30 


BR60 


BS30 


BT32 BU26 


BU32 


BU36 


BU46 


BV25 BV53 


BV55 


BV71 


BV72 


BV74 QN30 


RA36 


RB34 


TA04 


TB34 
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